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FORWARD

During Fiscal Year 1991, the Department of Clinical Investigations (DCI) at WBAMC
maintained an active and productive role in research and support of graduate medical
education at our medical center (MEDCEN). Additionally, DCI responded to specific
needs of Operation Desert Shield/Storm (ODS/S) at our facility by cross-training our
civiian and military personnel in blood bank procedures to serve as backup for the
anticipated mobilization of the blood bani . ) particular note, our Biological Research
Service helped provide advanced traumea - support training to over 200 personnel
mobilized to either augment the staff at ou- % :DCEN or deploy overseas in support of
ODS/S.

DCI conducted a highly successful scientific awards research competition. Researchers
at our MEDCEN submitted 24 entries involving papers published or accepted for
publication and posters exhibited at meetings based on protocols approved by the
hospital Institutional Review Board. Judging was principally done by faculty members of
the Texas Tech School of Medicine Regional Academic Health Center in El Paso and
awards were presented by DCI to several winners and finalists in clinical sciences, basic
sciences, housestaff and health administration categories.

The clinical investigation activities involving DCI and the various departments of our
MEDCEN progressed extremely well, reflecting a strong commitment to excellence and
accomplishment in the field of research by our principal investigators. The numerous
research initiative of several departments and the support provided by DClI were
increasingly recognized not only as meritorious scientific endeavors, but also crucial for
meeting residency review accreditation requirements.

In the past year, there were significant advances in the development of ongoing studies
that relate to the health of AMEDD beneficiaries including active duty personnel and
dependents. = Among these were projects involving passive immunization of
Klebsiella/Pseudomonas infection, tracheobronchial mucin in environmental exposure,
prevention of stress fractures, Gortex graft tracheal reconstruction, intra/extra oral bone
grafts, incisional wound strength, skin graft inhibition, Sickle cell trait human performance
at simulated altitudes, measles immunity, youth risk taking/susceptibility to harm, perinatal
drug abuse, and laser surgery training.

The accomplishments and successes of the past year were achieved thanks to the
professionalism and dedication to excellence of the staff of DCI and principal investigators
from all specialties at our MEDCEN. It is a privilege to be part of this accomplished team.

MANUEL SCHYDLOWER

Colonel, Medical Corps
Chief, Department of Clinical Investigation

i







UNIT SUMMARY FY 91

Objectives

The Department of Clinical Investigation is responsible for providing the facilities and
atmosphere of inquiry necessary to support and stimulate basic and clinical medical in-
vestigation within William Beaumont Army Medical Center.

Technical Approach

The Department of Clinical Investigation provides support for staff, fellows and housestaff
research projects under the guidelines of the Clinical Investigation Program (AR 40-38);
Use of Investigational Drugs in Humans and the Use of Schedule | Controlled Drug
Substances (AR 40-7); Use of Volunteers as Subjects of Research (AR 70-25),
Management of Clinical Investigation Protocols and Reports (HSC Reg 40-23); and The
Use of Animals in DOD Programs (AR 70-18). Research protocols utilizing laboratory
animals also adhere to the guidelines set forth in the "Guide for Laboratory Animal
Facilities and Care" (published by the National Academy of Sciences-National Research
Council) and the criteria established by the American Association for Accreditation of
Laboratory Animal Care (AAALAC).

Research is conducted under protocols approved by the WBAMC Clinical Investigation

Committee, Human Use Committee, Radioisotope Committee and Animal Use Committee,
as applicable. Committee membership is governed by WBAMC Reg 15-1.
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MANPOWER: Listed below is the strength of the Department of Clinical

Investigation during FY 91.

Description Grade MOS Br Req Auth Name __  Rank
C, Dept Cl Inv 06 60P MC 1 1  Schydlower 06
Dir, HP/SCT 05 60F MC 1 1  Weisman 05
Immunologist 03 68E MS 1 1  Martig 05
Biochemist 03 68C MS 1 1 Smith 03
C, Bio Res Svc 03 64C vC 1 1  O'Hair 04
Animal Care NCO E6 91T NC 2 1 Williams E5
Biol Sci NCO E5 O1H NC 1 1 Fama E6
Biol Sci Asst E4 O1H 1 1  Delgado E4
Animal Care Sp E4 91T 1 1  Kahn E4
Animal Care Sp E3 91T 2 1  Brown E3
Supv Res Chem 12 1320 GS 1 1  Bhattacharyya 12
Microbiologist 12 403 GS 1 1 Veit 12
Chemist 09 1320 GS 1 1  Enriquez 09
Microbiologist 09 403 GS 1 1  Smiley 09
Med Technician 07 645 GS 2 1 Lund 07
Med Technician 07 645 GS 2 1 Mana 07
Med Technician 07 645 GS 2 1 Mcintyre 07
Health Tech 07 640 GS 1 1  Revels 07
C1 Prot Coord 07 303 GS 1 1 Hineline 07
Edit Asst (Typ) 07 1087 GS 1 1 McCollum 07
Sup Clk (Typ) 05 2005 GS 1 1  Turner 04
Anm Caretaker 04 5048 WG 1 1  Sigholz 04
Anm Caretaker 01 5048 WG 2 1  Burton 01
Co-Director HP/SCT Zeballos
Research Nurse 11 610 GS Chartrand
Exer Physiologist 09 413 GS Connery
Health Technician 07 640 GS Walker
Med Technician 06 645 GS Badar
Edit Assistant 05 1087 GS Peterson
Res Proj Clerk 04 303 GS Morillo
PERSONNEL

Required Authorized Assigned
Officers 7 5
Enlisted 7 5
Civilian 18 20*

* 7 civilians are funded through special projects
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GRANTS:

Prevention of Stress Fractures Through Modification of Basic Combat
Training Physical Training Activities Based on Biodynamics. $62,000

Intestinal Anastomosis with an Interpositional Absorbable Stent and a
Neodynium (Nd):YAG Laser in the Rabbit Model $15,020

Comparison of Cranial and Iliac Autologous Bone Grafts and Their Effect
on the Success Rates of Subsequent Osseointegrated Intra/Extraoral Implant
Application in the Miniature Swine. $2,000

Tracheal Reconstruction with Synthetic Gore-Tex Grafts in the Rabbit
Model. $4,000

Efficacy of Passive Immunization in the Prevention of Infection due to
and Pseudomonas aeruginosa $50,700

Tracheobranchial Mucins in Health, Disease, and Toxic Exposures
$144,270

Effect of Fibrin Sealant on Skin Graft Inhibition of Wound Contraction in
the Porcine Model $1,300

Effect of Fibrin Sealant on Breaking Strength of Incisional Wounds in the
Porcine Model $20,320

Jomt NavyArmy Human Performance/SIckle Cell Trait Research Project
at WBAMC. $88,951

PROTOCOLS, PRESENTATIONS, PUBLICATIONS:

PROTOCOLS
120

o
100 /

- Ongoing
- Now

-« Completed
= Terminated

FY 89 FY 90 FY o1
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] v v —
FY 89 FY 920 FY 91
EXPENDITURES FY 89 FY90 FY91
Personnel (Civilian) 405,498 572958 549,234
Consumable Supplies 187,846 221,572 233,612
Capital Equipment 23,835 91,748 46,884
TDY 4,605 6,128 8,030
Printing and Publications 4103 3.019 2.886
TOTAL 625,887 895,425 840,646
MEDCASE Equipment 361,427 62,116 58,000
Military Pay 510.814 538711 536,758
TOTAL 1,498,128 1,496,252 1,435,404
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PROGRESS FY 91

Biological Research Service

The Biological Research Facility is fully accredited by the American Association for
the Accreditation of Laboratory Animal Care (AAALAC). The outcome of the most
recent AAALAC inspection in June 1990 was reported during this FY and affirmed full
accreditation and several noteworthy aspects of the program. The facility totals 6,984
sq ft and during FY91 had an average daily inventory of 165 animals.

The facility has continued to support the total animal research and training mission
for William Beaumont Army Medical Center and other regional MEDDACs. The
biomedical training utilizing animal models is primarily for the physician resident
training programs. There are 15 ongoing training protocols for physicians
encompassing emergency trauma life support, general surgery, laser surgery,
laparoscopic surgery, and microsurgery. In addition, there are two protocols for
training field medics and paramedics in emergency trauma life suppornt procedures.
There are a total of 13 active research protocols involving: microsurgery, generai
surgery, soft tissue and orthopedic reconstructive surgical techniques, laser surgery for
visceral repair, pathophysiology of orthopedic stress, therapeutic efficacy, molecular

biology, and immunology.

The Department of Surgery collaborated with the Biological Research Service to
provide early and ongoing support of Operation Desert Shield in the form ot Advanced
Trauma Life Support (ATLS) training for deploying personnel, both from Ft Bliss and
from other facilities. This collaborative support continued as more medical personnel
arrived and were deployed.

The Biological Research Service initiated a collaborative training agreement with
Sierra Medical Center during the FY involving at least seven surgical and medical
disciplines with emphasis on advanced laser, laparoscopic and endoscopic
techniques. Approximately 17 WBAMC physicians were cenified in specific
subspecialties during this collaboration at a greatly reduced cost to the government.

Significant acquisitions of equipment were added to the Service's inventory during
the FY which enhanced training and research support. Included is a laparoscopic
surgical system which has enabled routine in-house laparoscopic training for OB/GYN
and general surgery staff.

Chemistry Section

The Chemistry Section of DCI is invoved with research projects concerning gene
regulation of mucin production in respiratory diseases, the role of vitamin Bg in human
health and diseases and analysis of drug metabolites in children of addicted parents.
Rat and rabbit tracheal epithelial cells have been propagated successfully on
collagen-coated dishes containing serum-free and hormone-supplemented medium.
The presence of retinoic acid and EGF in the medium is essential for the normal
growth as well as production of mucin in these cell lines, indicating that these
components are partially responsible for the expression of mucin gene in these
systems. Ditterent respiratory drugs and chemical reagents, including carcinogens,




have also been found to affect the production of mucin in these cell lines. Total RNA
and mRNA have been isolated from these cells and found to hybridize with a mucin-
related DNA probe. We are now systematically studying the expression of the mucin
gene in these celis that are grown in presence of the reagents cited above. The
purchase of an environmental chamber system for toxic inhalent exposure is
underway. As soon as the system is established, the effects of different toxic
substances, such as NO2, SO2 etc., on the production of mucin in rat trachea will be
studied. This study has been funded by a grant from USAMRDC.

Vitamin B6 studies continue in two main areas. First, research is being done on the
effect of L-asparaginase on plasma vitamin B6 levels and amino acid profiles, with and
without B6 supplementation in the rabbit model. The other area of vitamin B6 research
involvement is a co-operative effort with Dr. William Becker of the Army Institute of
Surgical Research at Ft. Sam Houston, involving the correlation of plasma vitamin B6
levels with trauma in burn victims.

Another ongoing protocol, concerning the determination of the prevalance of drug
affected babies in the military population, has been expanded into a co-operative
protocol with the TexasTech University School of Medicine to also include a look at the
civilian population. This protocol will involve not only thin layer chromatography drug
screens, but also complicated gas chromatography/mass spectrometry and liquid
chromatography/mass spectrometry techniques.

Molecular Biology Service

The Department of Clinical Investigation has a newly formed Molecular Biclogy
Service that has the laboratory facilities and technical expertise to perform studies
involving the evolving recombinant DNA technologies, to include:

+ Construction of ‘libraries’ of DNA from cells or tissue in a variety of vectors and

host strains.

« Isolation of genes with the use of molecular probes of DNA, RNA or antibodies by

use of the proper vectors.

+ Characterization of coding regions of genes as well as the respective control

regions by direct sequence determination and by functional studies.

Current projects include a study concerned with genetic control and is in conjuction
with the Chemistry Section of DCI. The project is designed to determine the processes
ot mucin gene expression and the involvement of regulatory mechanisms in secretory
disfunction as manifested in disease. A second area of investigation, involving several
projects, is ongoing with investigators in the Departments of Pathology, OB/GYN, and
Adolescent Medicine. These protocols utilize molecular techniques for identification of
pathologically important strains of Human Papillomavirus in a variety of patients. For a
related study, an inter-institutional collaboration between Texas Tech School of
Medicine, the University of Texas-El Paso School of Nursing and our Molecular
Biology Service has been established for the study of the prevalence of Human
Papillomavirus within the indigent Hispanic population of El Paso.
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Immunology and Microbiology Section

Prasent research interests of the Immunology and Microbiology Section are focused
on (1) immunoregulatory subsets of T cells in Bermuda grass allergy, (2) epidermal
growth factor production in peptic ulcer disease and colon malignancy, and (3)
immune responses to measles virus. In addition, our section is currently developing a
new research program to study growth factors, tumor-associated antigens, cellular
infiltrates, and overall growth dynamics which influence the survival and outgrowth of
chemically resistant human breast cancer cells.

It has been hypothesized that suppressor T cells develop as one consequence of
immunotherapy and that these suppressor cells are responsible, at least in part, for the
amelioration of symptoms in allergy patients who undergo immunotherapy. We have
attempted to detect a subset of suppressor T cells in the blood of paiients with
Bermuda grass allergy who were undergoing immunotherapy. By utilizing a protocol
that had been reported to demonstrate the existence of such a population in patients
with ragweed allergy, we were able to confirm those findings in cur study group but
were unable to demonstrate suppressor cell activity in Bermuda grass allergy patients.
It was concluded that the quality and/or quantity of antigen used, as well as the cellular
composition of the population stimulated in vitro, are critical factors in the generation ot
suppressor cells.

Epidermal growth factor (EGF) is a member of a large family of growth-promoting
factors that are required for tissue repair and cell growth following tissue damage due
to injury or disease, including cancer. EGF may play a significant role in promoting
peptic ulcer disease. Normally, EGF is an inhibitor of the productiori and secretion of
gastric acid. However, patients with peptic ulcer disease may have reduced leveis of
EGF production which may be one of the contributing events in the development of
their disease. We have established a sensitive radioimmunoassay and, more recently,
an ELISA assay for measuring picogram quantities of EGF in our laboratory. Results
thus far have shown that all patients with peptic ulcer disease tested have reduced
levels of salivary EGF. Currently, we have extended our studies to the survey of sera
from patients with colon carcinomas to determine whether EGF levels are indicative of
disease progression.

in the past few years, there has been serious concern among communicable
disease personnel regarding the high incidence of measles epidemics in the United
States. Recent outbreaks in El Paso have provided the opportunity to study military
dependent populations of students who received immunizations during the epidemics
as well as infant and adult patients who are admitted to the hospital with primary
measles disease. We have established an ELISA to measure total IgG, 1gG
subclasses, IgA and IgM antibodies to the measles virus. Our studies of pre- and post-
immunization sera from these children have indicated that approximately 9 to 10% of
previously-vaccinated adolescents have very little, if any, durable immunity to measles
since, upon revaccination, they experience a four-fold or greater increase in their igG
titers. Whether these individuals are at risk of developing clinical disease upon
exposure to wild-type virus is uncertain. However, it is believed that waning or non-
durable immunity may be one explanation for the increased incidence of measles
outbreaks. We are currently testing the same sera for pre- and post-vaccination levels
of anti-rubella antibodies to determine whether the same 10% are also deficient in
rubelia immunity as well.
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RESEARCH AWARDS COMPETITION

The Department of Clinical Investigation conducted a highly successful Scientific
Awards Research Competition. Entries submitted by WBAMC researchers involved
papers published or accepted for publication and posters exhibited at meetings based on
protocols approved by the WBAMC Institutional Review Board (IRB).

Judging of entries was accomplished by faculty members of the Texas Tech
University School of Medicine Regional Academic Health Center in El Paso. Results
are listed below.

Ist Place:

Finalists:

1st Place:

Finalists:

Clinical Sciences

LTC Idelle M. Weisman, MD, Department of Clinical Investigation
Reliability of Non-invasive Oximetry in Black Subjects during Exercise and
Hypoxia

MAJ David M. Maccini, MD, Department of Medicine
The Yield of Barium Enema in Patients Undergoing Inguinal Hernia
Repair or Abdominal Hysterectomy

Bruce C. Veit, Ph.D., Department of Clinical Investigation
Serological Response to Measles in a Highly Immunized Military
Dependent Adolescent Population

Basi ience,

MAJ David M. Maccini, MD, Department of Medicine
Salivary Epidermal Growth Factor in Patients with and without Acid Peptic
Disease

COL David L. Michaels, MD, Department of Medicine
In Vitro Qualitative ELISA Testing as a Screening Tool for Significant
Allergy

S. N. Bhattacharyya, Ph.D., Department of Clinical Investigation
Neutral and Acidic Human Tracheobronchial Mucin




1st Place:

Finalists:

1st Place:

Finalists:

1st Place:

Finalists:

Housestaff

CPT Jay Carlson, MD, Department of Obstetrics & Gynecology
Evaluation and Treatment of Human Papillomavirus Infection in Men

CPT M. Mitchell Silver, MD, Department of Obstetrics & Gynecology
Comparison of Two Endometrial Biopsy Instruments: Novak’s vs Pipelle

CPT Connie R. Butterfield, MD, Department of Obstetrics & Gynecology
Routine Screening for Hepatitis B in an Obstetric Population

CPT Kim C. Strunz, Military Personnel Division
Employee Surveys as a Strategic Management Tool: The Case of Army
Physician Retention

MAJ Henry Hernandez, MS, Clinical Support Division

A Study to Assess the Training Needs of William Beaumont Army Medical
Center Staff and to Determine a Strategic Plan for Transition to Diagnosis
Groups

MAJ Peter Moskowitz, MS, Clinical Support Division
A Psychosocial View of Health Care in the Army

Scientific Poster

R. Jorge Zeballos, MD, Department of Clinical Investigation
Validation of Gas Exchange Measurements above the Anaerobic Threshold
during Incremental Exercise

Rebecca Smiley, Department of Clinical Investigation
Two-Color Immunofluorescence Analysis of IL-2R Expression on T Cell
Subsets in Peripheral Blood of Bermuda Grass Allergy Patients

MALJ Elisabeth M. Stafford, MD, Department of Pediatrics

Echocardiographic Changes during Pubertal Maturation: Analysis by Sex
and Sexual Maturity Rating

xi
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DETAIL SUMMARY SHEET
DATE: 1 October 90 PROTOCOL #: 86/17 STATUS: Ongoing

TITLE: Human Tracheal Mucin: Biochemical, Physical and Rheological Studies

START DATE: Mar 86 ESTIMATED COMPLETION DATE: Oct 92
PRINCIPAL INVESTIGATOR: Sam Bhattacharyya PhD

DEPARTMENT: DCI FACILITY: William Beaumont Army Medical Center
ASSOCIATED INVESTIGATORS: Brigitta Manna, John 1. Enriquez

KEY WORDS: Tracheal mucin, Human

Study Objective: This protocol is concerned with isolation, purification and characterization of mucin
glycoprotein components (mucins) from tracheal secretion of patients with asthma, chronic bronchitis and
cystic fibrosis. The glycosylated and nonglycosylated peptides will be isolated, purified and sequenced (peptide
portion) after subjecting the purified mucins with different proteolytic enzymes. Antibodies will be developed
in rabbits against the nonglycosylated peptides which, in turn, will be used to follow the synthesis and secretion
of these macromolecules in a tracheal (or bronchial) culture system. Finally, the viscoelastic properties of
purified mucins will be investigated.

Techajcal Approach:

1. Collect sputum from patients (either male or female, any age) with asthma, chronic bronchitis and
cystic fibrosis.

2. Solubilize mucins with water and buffer.

3. Establish the homogeneity of mucin glycoproteins isolated from sputum of patients with asthma,
chronic bronchitis, and cystic fibrosis by molecular sieve and ion-exchange chromatography.

4. Isolation and characterization of peptides (or glycopeptides) derived from digestion of mucins with
different proteolytic enzymes (Column and HPLC);

5. Amino acid sequence analysis of these peptides by sequenator and cDNA cloning procedure;

6. Raise antibodies in rabbits against these peptides (preferably against nonglycosylated peptides);
and finally,

7. Establish a tracheal (or bronchial) culture system to examine the synthesis and control in secretion
of these macromolecules by ELISA or radicimmunoassay (RIA) procedures using these antibodies.

In addition to the above, the physical properties of mucins, particularly their interaction (in terms of
viscosity) with other serum proteins (such as albumin, immunoglobulin, and flbronectin) will be studied.

Progress: Work is in progress to isolate a sufficient quantity of the major peptide component (P,) of the
deglycosylated human bronchial mucin by high pressure liquid chromatography. This peptide will be utilized
to raise monoclonal antibody in mouse. The antibody will, in turn, be utilized to detect the translation product
made by mucin mRNA isolated from lungs of different animals. In addition, this antibody will be used to
screen human mucin ¢cDNA library.

Reference: Bhattacharyya SN; Veit BC; Manna B; Enriquez JI; Walker MP; Khorrami AM; and Kaufman B:
Neutral and acidic human tracheobronchial mucin. Inflammation 14: 355-373 (1990).




DETAIL SUMMARY SHEET
DATE: 1 October 90 PROTOCOL #: 89/16 STATUS: Ongoing

TITLE: Cellular Mechanism of Mucin Secretion: Studies Involving Rat and Rabbit Tracheal Culture System

START DATE: Jan 89 ESTIMATED COMPLETION DATE: Oct 92
PRINCIPAL INVESTIGATOR: Sam Bhattacharyya PhD

DEPARTMENT: DCI FACILITY: William Beaumont Army Medical Center
ASSOCIATED INVESTIGATORS: Brigitta Manna, Maxine Lund, John 1. Enriquez

KEY WORDS: Mucin, animal

Study Objective: This proposal is concerned with the isolation and characterization of mucin glycoprotein
components (mucin) from secretions of rat and rabbit tracheal epithelial cells in culture and establishing their
structural identity with those of the same components from human. The ultimate goal of this proposal is to
find an animal model tracheal culture system akin to human where the control mechanism of the secretion of
mucins can be studies on the gene level.

Amendment Apgust 1989: In addition to isolation of mucin proteins in the rat and rabbit models, it
has become apparent that the isolation and characterization of mucin glycoprotein components from secretions
of porcine (swine) tracheal epithelial cells in culture is also necessary. Once the mucin fraction Is
characterized at the structural level, it can be determined if it is comparable with the same components of
human tracheal mucin. The ultimate goal of this proposal is to find an animal model tracheal culture system
akin to human where the control mechanism of the secretion of mucins can be studies on the gene level.

Technical Approach: Growth of epithelial cells from rat and rabbit bronchial tissues: Rats and rabbits will
be euthanatized and normal appearing tracheal tissues excised aseptically, immersed in cold, sterile L-15
culture medium containing penicillin\streptomycin and transported on ice to the laboratory. Lung tissue is
sterilely trimmed away and the bronchus cut into large fragments. Cells are isolated from the human bronchus
after an overnight incubation with 0.1% protease solution in minimal essential medium (MEM, Ca+ +free)
done at 4 degrees C. The next day, incubated bronchi are flushed with MEM plus 10% Fetal Calf Serum to
remove the digested cells. The cells are washed several times to remove any protease, which is toxic to
epithelial cultures. The cell suspension is filtered through a sterile 100U nitrex filter and centrifuged for 10
minutes. Cell pellets are resuspended in cold MEM with 10% FCS and centrifuged again. The cold protease
overnight treatment Is sufficient to remove most epithelial cells lining the bronchus without much
contamination of other cell types from the layer under the basement membrane. After the total cell count is
taken, primary cultures are normally initiated by plating 1-2x 10 6 cells per ml per 35mm culture dish. The
culture conditions are used for the human bronchial epithelial cells consist of M199 media with D-valine
substituted for Dl-valine, 10% Fetal Calf Serum, L-glutamine, penicillin/streptomycin, gentamicin, insulin,
transferrin, epidermal growth factor, hydrocortisone, cholera toxin, bovine hypothalamus extract, and
fungizone. Primary epithelial cultures were then placed in an incubator, with conditions of 37 degrees C., 5%
CO2, and 95% air, and cells allowed to adhere to the culture dish. After 3-4 days incubation, a confluent
primary culture of epithelial cells is routinely observed. The cultures received media change and can be used
in various studies.

Secretion of mucin and characterization: The synthesis of mucin will be followed by *H glucosamine
and S04 Incorporation. Once the saturation curve is established, radioactive agents will not be used
anymore. At the time of maximum secretion, the culture medium will be collected, lyophilized and
chromatographec on Sepharose 2B and ECTEOLA column. The purified mucin will be deglycosylated by
chemical procedure and the peptide portion will be partially sequenced by sequenator.




Isolation of mucin mRNA and sequencing by cDNA method: The procedure that will follow here is
essentially that of Timpte et al. mRNA from tracheal culture will be isolated by guanidine isothiocyanate
method followed by oligo(dt)-cellulose chromatography. Construction and screening of the cDNA library
utilizing human antlapomucin will be done as described.

Control in secretion of mucin: The synthesis of mucin in epithelial culture will be followed by 3H
glucosamine and 35 SO4 incorporation. The control in synthesis will be studies on transcriptional and
transiational levels using different inhibitory (acetyicysteine and cyclohexamide) and enhancing (pilocarpine)

reagents.

NOTE: All procedures producing pain or discomfort to these animals have been described in full and such
pain and discomfort will be effectively minimized with tranquilizers, and/or anesthetics as required under
Public Laws 89-544, 91-579, 94-279, and 99-198 (The Animal Welfare Act and Amendments). All exceptions are
described in the protocol in item 5.b. (Animal Procedures).

Progress: Animal usage: 66 rabbits; 288 rats and 1 swine. Rabbit tracheal epithelial cells, cultured on
collagen-coated dishes in serum-free and hormone-supplemented medium, have been found to secrete high
molecular weight components in medium. The secreted material was digested with hyaiuronidase and the
components were purified by sepharose 2B column chromatography. The chemical analyses of these products
resulted in a profile which resembled that of mucous glycoproteins (mucins). The incorporation of (*H}
glucosamine into mucins was inhibited by three aryl-N-acetyl-galactosamimides and a chemical carcinogen, N-
nitroso-N-ethyl urea, whereas S-azacytidine enhanced the proliferation of cells as well as the radiolabeling of
mucins. Parasympathetic agent (pilocarpine), cholinergic antagonist (atropine) and S-adrenergic agonist
(isoproterenol) alone have little effect on the secretion of mucins. Transmission electron microscopy exhibited
mucus-secreting granules in some of the control cells, but not in the cells treated with chemical reagents (see
reference). Attempts are now being made to culture rat tracheal epithelial cells and study the mucin gene
expression in these cells.

Reference: Bhattacharyya, SN; Ashbaugh, P; and Manna, B: Biosynthesis of mucins by rabbit tracheal
epithelial cells in culture. Communicated to Inflammation (1990).




DETAIL SUMMARY SHEET
DATE: 1 October 90 PROTOCOL #: 90/37 STATUS: Ongoing

TITLE: Tracheobronchial Mucins in Health, Disease, and Toxic Exposures

START DATE: Oct 90 ESTIMATED COMPLETION DATE: Oct 92
PRINCIPAL INVESTIGATOR: Sam Bhattacharyya PhD

DEPARTMENT: DCl1 FACILITY: William Beaumont Army Medical Center
ASSOCIATED INVESTIGATORS: Bruce C. Veit, PhD, CPT David J. Smith, PhD

KEY WORDS: Bronchial mucin

Study Objective: This proposal has two objectives. One is to prepare a library of mouse monoclonal
antibodies against human and rat lung mucin apoprotein to be used as probes for the study of structure and
biosynthetic regulation of mucin in tracheal epithelial culture system both at the cellular and DNA level. The
other objective is to study the leveis and control of transcription and mucin in RNA accumulation in rat
tracheal eplithelial cells in cultures in response to various noxious agents, like tobacco smoke, ammonia, SO,
and NO,, and different drugs.

Technical Approach: The details are lengthy and specified in the protocol. Duplicates are kept on file in the
Department of Clinical Investigation and are available upon request.

NOTE: All procedures producing pain or discomfort to these animals have been described in full and such
pain and discomfort will be effectively minimized with tranquilizers, and/or anesthetics as required under
Public Laws 89-544, 91-579, 94-279, and 99-198 (The Animal Welfare Act and Amendments). All exceptions are
described in the protocol in item 5.b. (Animal Procedures).

Progress: Animal usage: 454 rats and 80 mice. The major studies in this project are already in progress.
The main purified peptide component (P,) of human brochial mucin has been purified and is now being utilized
to produce monoclonal antibody in mouse. Attempts to identify and estimate the mucin mRNA from pig and
rat are being made now with some success. Rat tracheal epithelial culture system has been successfully
propagated on collagen-coated dishes in serum-free and hormone-supplemented medium. Different respiratory
drugs on the production of mucin have already been tested in this culture system and the results are
satisfactory.

This project has been funded for two years by MRDC. Work is in progress now to acquire a toxicology
chamber and suitable housing for this chamber. As soon as this facility is built, the research work on mucin
gene expression In rats exposed to different toxic substances will begin.




DETAIL SUMMARY SHEET
DATE: 1 October 90 PROTOCOL #: 86/28 STATUS: Completed

TITLE: Measurement of Plasma Pyridoxal 5’-Phosphate in Seriously Il Patients and Effect of Supplementation
of Pyridoxine HCL on Laboratory Tests (Monitor: COL Stephenson)

START DATE: Mar 86 ESTIMATED COMPLETION DATE: Feb 92

PRINCIPAL INVESTIGATOR: John Enriquez

DEPARTMENT: DCI FACILITY: William Beaumont Army Medical Center
ASSOCIATED INVESTIGATORS: MAJ Stephen Carey, MC, PFC Ismael Delgado

KEY WORDS: PLP

Study Objective: Gather evidence of vitamin B6 deficiency in hospitalized patients and determine if plasma
pyridoxal 5’ phosphate levels can be restored easily to normal. Determine effect of PLP level changes on other
measured parameters.

Technical Approach: All surgical patients will have a plasma PLP, CBC and SMAC-20 drawn or admission
or, in the case of elective surgeries, as part of the pre-admission lab work. Those patients found to have a
plasma PLP of greater than 20 nM will not be entered into either the BS or the NS group. If the initial or
subsequent plasma PLP goes below 20 nM, the patient will be assigned the B6S or NS group on the basis of
the last digit of their social security number. Me will be given 50 mg/day or 0 mg/day of PN:HCI if his plasma
PLP is hetween 10 and 20nM, and 100 mg/day or 50 mg/day of PN:HC1 if his plasma PLP is less than 10 nM.
After one week of no supplementation (for those in the NS group) or one week of supplementation (for those
in the B6S group), a repeat plasma PLP, CBC and SMAC-20 will be drawn. Whenever the plasma PLP exceeds
20 nM, supplementation with PN:HCI] will stop and further plasma PLP levels will be drawn weekly and at
pre-discharge.

Progress: Projected completed, data analyzed and reported.

Conclysion: The measurement of PLP in seriously ill patients and the effect of B6 supplementation yielded
a great deal of information as to the role of Vitamin B, in the patient’s treatment and healing phases. Vitamin
B, appears to be an important factor in regards to the state of "wellness” of a patient. By this, we mean that
we found a direct correlation between a patient’s level of health and plasma PLP levels. B, was also found to
be a significant parameter when dealing with the use of aminoglycoside antibiotics and other medications which
were found to be B antagonists. Vitamin B, also aided in avoiding some of the adverse effects of these
medications,

10




DETAIL SUMMARY SHEET
DATE: 1 October 90 PROTOCOL #: 90/13 STATUS: Ongoing

TITLE: The Effect of L-asparaginase on Pyridoxal-S’-Phosphate Levels in the Rabbit Model

START DATE: Apr 90 ESTIMATED COMPLETION DATE: Dec 91

PRINCIPAL INVESTIGATOR: John 1. Enriquez

DEPARTMENT: DCI1 FACILITY: William Beaumont Army Medical Center
ASSOCIATED INVESTIGATORS: COL Stephen R. Stephenson (MAMC), COL Michael Weir (MAMC)

KEY WORDS: L-asparaginase, Pyridoxal-5’-Phosphate

Study Objective: The objective of this study is to test whether L-asparaginase has an effect on serum
pyridoxal-$-phosphate levels.

Technical Procedure: Following a period of quarantine and observation, the rabbits will be brought to the
operating suite in groups of six. Each group of six rabbits will be treated in the following manner:

Rabbit #1, rabbit #2, rabbit #3: 100 u/kg IM L-asparaginase + 10 mg pyridoxine 15 to 30 minutes
apart.

Rabbit #4, rabbit #5, rabbit #6: 100 u/kg IM L-asparaginase + saline 15 to 30 minutes apart.
These medications will be repeated daily for five days. On days 1, 3 and 5, blood will be drawn twice from an

ear vein for PLP, asparaganine, glutamine, albumin and total protein. Blood will be drawn: one (1) hour
before and two (2) hours after medication administration. Blood, for the same analyses, will also be drawn
once on day 8 of the following week. Following the last injection and blood draw the rabbits will be returned
to the control of the BloResearch Service. In each of two subsequent weeks, six more rabbits per week will be
studied similarly. This is a detailed study that hopes to show that there is a specific relationship between the
administration of L-asparaginase and the average fall in PLP as well as the asparagine, glutamine, albumin
and total protein levels,

Amendment;

a. Experimental Design: Following a period of quarantine and observation, the rabbits will be brought
to the treatment room in blocks consisting of a minimum of 4 rabbits (one rabbit per experimental group).
Each block of rabbits will be treated in the following manner:

Group A rabbit(s): 100 1U/kg L-asparaginase + 10mg pyridoxine 15 to 30 minutes apart IM.

Group B rabbit(s): 100 IU/kg L-asparaginase + 0.1ml saline 15 to 30 minutes apart IM.

Group C rabbit(s): 10mg pyridoxine + 0.1ml saline 15 to 30 minutes apart IM.

Group D rabbit(s); 0.1ml saline + 0.1ml saline 15 to 30 minutes apart IM.
These medications will be repeated daily for five days. On days 1, 3, and 5, blood will be drawn twice from an
ear veln for PLP, asparaganine, glutamine, albumin, total protein, BUN and creatinine. Blood will be drawn
one hour before and two hours after medication administration. Blood for the same analyses will also be
drawn once on day 8. Following the last blood draw, the rabbits will be returned to the control of the
Biological Research Service. In each of the subsequent weeks, a minimum of one block of rabbits per week will
be studied similarly until either enough statistical data is obtained or a total of thirty-six (36) rabbits are
utilized. This is a detailed study to attempt to show there is a specific relationship between the administration
of L-asparaginase and the average fall in PLP as well as changes in the asparagine, glutamine, albumin, total
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protein, BUN and creatinine levels.

¢. Determination of Number of Animals Required: Thirty-six (36) rabbits will be used. Based upon
similar studies, it was determined that 9 animals per group is the minimum number required to generate
statistically valid data.

NOTE: All procedures producing pain or discomfort to these animals have been described in full and such
pain and discomfort will be effectively minimized with tranquilizers, and/or anesthetics as required under
Public Laws 89-544, 91579, 94-279, and 99-198 (The Animal Welfare Act and Amendments). All exceptions are
described in the protocol in item 5.b. (Animal Procedures).

Progress: Animal usage: 20 rabbits. Mr. Enriquez assumed Pl respousibility due to COL Stephenson’s PCS
to MAMC in Jun. Twenty animals have been treated. In order to complete the project, 16 more rabbits need
to be treated. Sixteen sets of samples have been analyzed for Vitamin B, (plasma), SMAC 20 and amino acid
levels. Four more sets have been received and are currently being analyzed. To date, the data appears to show
that use of L-asparaginase does affect the amino acid balance and that, with B, supplementation, this balance
remains undisturbed.
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DETAIL SUMMARY SHEET
DATE: 1 October 90 PROTOCOL #: 90/14 STATUS: Ongoing

TITLE: Protective Role of Pyridoxine in Gentamicin Nephrotoxicity (in the Rabbit Model)

START DATE: Apr 90 ESTIMATED COMPLETION DATE: Sep 92
PRINCIPAL INVESTIGATOR: COL Manuel Schydlower
DEPARTMENT: DCI FACILITY: William Beaumont Army Medical Center

ASSOCIATED INVESTIGATORS: LTC Mohammed A. Nadjem, MC; Jobn 1. Enriquez, Sr.; COL Michael
Weir, MC

KEY WORDS: Pyridoxine, Gentamycin, Nephrotoxicity

Study Objective: The objective of this study is to test whether pyridoxine has a protective effect on gentamicin
nephrotoxicity.

Technical Approach: Following a period of quarantine and observation, the rabbits will be brought to the
operating suite in groups of seven. Each group of seven rabbits will be treated in the following manner:
rabbit #1 - 100 mg pyridoxine (control)
rabbit #2 - 10 mg/kg gentamicin (IM), 10 mg pyridoxine
rabbit #3 - 10 mg/kg gentamicin (IM),100 mg pyridoxine
rabbit #4 - 10 mg/kg gentamicin (IM), saline
rabbit #5 - 40 mg/kg gentamicin (IM), 10 mg pyridoxine
rabbit #6 - 40 mg/kg gentamicin (IM),100 mg pyridoxine
rabbit #7 - 40 mg/kg gentamicin (IM), saline
These medications will be repeated every morning for five days. Biood will be drawn from an ear site for
PLP, gentamicin and creatinine on days 0, (before injections begin), and two hours after injection on days 1,
3 and §. Following the last injection and blood draw in the morning, the rabbits will be euthanized in the early
afternoon and one kidney from each animal will be recovered for fixation for blinded pathologic interpretation.
In each of two subsequent weeks, seven more rabbits per week will be studied similarly. This is a descriptive
study that hopes to show that there is a general relationship between the renal pathology and the average fall
in PLP, and/or there may be a relationship between pathology and gentamicin blood levels.

NOTE: All procedures producing pain or discomfort to these animails have been described in full and such
pain and discomfort will be effectively minimized with tranquilizers, and/or anesthetics as required under
Public Laws 89-544, 91-579, 94-279, and 99-198 (The Animal Welfare Act and Amendments). All exceptions are
described in the protocol in item 5.b. (Animal Procedures).

Progress: Therapeutic use of gentamicin (GM) in a clinical setting may result in nephrotoxicity, most
commonly presenting as acute tubular necrosis (ATN). We have previously observed decreased plasma
pyridoxal 5’-phosphate (PLP) levels In rabbits given therapeutic doses of GM and endeavored in this study to
determine if vitamin B, supplementation (B.S) could protect against the nephrotoxicity of GM. Twenty-one
rabbits were randomly assigned to one of seven treatment groups of three rabbits each. Three of the groups
received GM 10mg/kg with either 10mg B,S, 100mg B,S, or 0.9% saline. Three of the groups received GM
40mg/kg with either 10mg BS, 100mg B.S, or normal saline. The control group only received 100mg B,S. All
treatment were administered by intramuscular route once daily for five days. Blood was drawn for chemical
assays on day zero (prior to any treatments) and two hours after each respective treatment on days 1, 3, and
5. After five days, the rabbits were euthanatized and kidneys were excised for histological evaluation by light
microscopy. At the 40mg/kg/d of GM, significant mild to moderate ATN was observed in the saline controls,
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which was prevented by either dose of BS. Only a few animals given 10mg/kg/d of GM showed any renal
pathology and that was minimal. Unexpectedly, one rabbit given only 100mg/d of B.S, but no GM, showed
interstitial nephritis with focal ATN. We conclude that vitamin B6 can protect against the nephrotoxicity of

GM in rabbits, but that further study is needed on the possible nephrotoxicity of high doses of BS. Paper
being considered for publication.
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DETAIL SUMMARY SHEET
DATE: 1 October 90 PROTOCOL #: 91/42 STATUS: Ongoing

TITLE: Risk for Accidental Hot Tap Water Burns

START DATE: Jul 91 ESTIMATED COMPLETION DATE: Jan 92

PRINCIPAL INVESTIGATOR: COL Manuel Schydlower

DEPARTMENT: DCI FACILITY: William Beaumont Army Medical Center
ASSOCIATED INVESTIGATORS: CPT Bruce Pichoff (TAMC), COL Stephen R. Stephenson (MAMC)

KEY WORDS: Accidental burns, Hot Water

Study Objective: To identify the risk for hot tap water (HTW) injury and assess knowledge about safety limits
at our military installation family housing area.

Technical Approach: Sixty family housing units were selected at random for measurement of HTW
temperature using both an electronic thermometer and a mechanical thermometer (Oct 88-Mar 89). Household
members were asked about their knowledge of HTW safety limits and their awareness of the risk for HTW
injury. This study will integrate the epidemiological, retrospective, and decriptive review of the collected data
into a final paper .

Progress: The American Academy of Pediatrics identifies young children at risk for accidental HTW burns
and recommends that HTW temperature be set no higher than 49°C (120°F). Studies report that a temperature
of 52°C (125°F) can cause a full thickness burn in two minutes, and a temperature of 54°C (130°F) can result
in a full thickness skin burn in thirty seconds. The above study of 60 randomly selected family housing units
at Fort Bliss identifled 53 (88%) with HTW temperatures greater than 52°C (125°F) including 44 (73% with
HTW temperatures greater than 54°C (130°F). At the time of this study in 1988, existing post guidelines
specified that HTW temperature be set at 60°C (140°F) or less, which was arbitrarily accomplished by setting
hot water heaters at the medium setting. The range of the medium setting was found to be from a low of 43°C
(110°F) to a high of 43°C (110°F). There were temperatures that were unsafe at all heater settings. As a result
of this study, personnel In housing, engineering and mechanical branches at Fort Bliss developed and
implemented safety measures that included setting maximum HTW temperatures in housing units no higher
than 49°C (120°F), periodic checks (twice a year), and new post guidelines to ensure safe HTW temperature
limits (USAADCENFB Reg 11-27, 15 Aug 90). Final paper in preparation.
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DETAIL SUMMARY SHEET
DATE: 1 October 90 PROTOCOL #: 91/46 STATUS: Ongoing

TITLE: Adolescent Health Care in the Army Medical System

START DATE: Jul 91 ESTIMATED COMPLETION DATE: Jan 92
PRINCIPAL INVESTIGATOR: COL Manuel Schydiower

DEPARTMENT: DCl1 FACILITY: William Beaumont Army Medical Center
ASSOCIATED INVESTIGATORS: LTC Walter Imal

KEY WORDS: Adolescent, Health Care, Military Dependents

Study Objective: To define the primary care needs of the adolescent dependent patient and to examine the care
available and needed for this population in the AMEDD system.

Technical Approach: Epidemiologic, retrospective, data on care availability reported by health care facilities
in the AMEDD and clinical diagnoses along with demographic data collected by a single provider over a 2-year
period will be integrated into a final descriptive paper. Data includes upper age limit for pediatric care,
principal diagnoses, patient age and sex, provider specialty, separateness of care facility, consent requirements
for care, and chaperonage. Data are not traceable to any individual patient. Data about care availability are
not traceable to a particular AMEDD facility. Information derived from the data is described and mot
compared.

Progress: Overall, MEDDAC pediatric practices offered much less general, gynecologic, counseling, sports
medicine, and inpatient care to adolescents than did MEDCEN pediatrics and all family practice groups. All
MEDCEN pediatric departments offer essentially all appropriate services to all adolescent patients seeking
care. More than balf of the adolescent population is ineligible for pediatric care at most MEDDACs. The
older adolescent, In particular, is shunted to a variety of acute care providers, including non-physician
extenders. Inadequate stafl levels necessitate limiting care by many pediatric services at the community
hospital level, resulting in underserving of the adolescent patient. An average requirement of two additional
physicilans per MEDDAC was projected in order to fully serve the eligible population. Final paper is in
preparation and will include demographics and diagnostic categories of 3439 visits to WBAMC Adolescent
Clinic.
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DETAIL SUMMARY SHEET
DATE: 1 October 90 PROTOCOL #: 88/04 STATUS: Ongoing

TITLE: Activation of T-Cell Subsets in Bermuda Grass Allergy Patients

START DATE: Nov 87 ESTIMATED COMPLETION DATE: Aug 92
PRINCIPAL INVESTIGATOR: Bruce C. Veit PhD
DEPARTMENT: DCI FACILITY: Willilam Beaumont Army Medical Center

ASSOCIATED INVESTIGATORS: Stanislaus Ting, MD; LTC RV Charya, MC; Rebecca Smiley, BS; Susan
Mcintyre

KEY WORDS: Allergy, T-cells subsets, Immunoregulation

Study Objective: To determine whether there are detectable changes in numbers and functions of
manifestations of Bermuda grass allergy. Since T4+ cells are associated with helper/inducer functions and
T8+ cells are associated with cytotoxic/suppressor functions, alterations in the numbers of T4+ or T8+
activated T cells may correlate with changes in the immunoregulatory processes involved in controlling the
allergic state. Peripheral blood samples will be obtained from patients during active allergy, immunotherapy,
and disease quiescence. Samples will be analyzed by 2-color flow cytometry and by immunohistochemical
staining for the distribution of T4+ and T8+ cells and the percentage of activation antigen-positive cells within
each of these subsets. T cell subsets will aiso be analyzed for their ability to increase or suppress the synthesis
and/or secretion of IgE. Serum samples from these patients will be analyzed for the presence of soluble IL-2R
(circulating IL-2 receptor). These studies should improve our understanding of the immunoregulatory
processes involved in the control of IgE-mediated allergic responses.

Technical Approach: The details are lengthy and specified in the protocol. Duplicates are kept on file in the
Department of Clinical Investigation and are avallable upon request.

Progress: The study has focused on the immunological responsiveness of peripheral blood lymphocytes (PBL)
from Bermuda grass allergy patients (BGA-PTS) and long-term (> 2 years) BGA-immunotherapy patients (IT-
PTS). As previously reported, cells from IT-PTS were found to be unresponsive to BGA but significantly
responsive to an unrelated allergen, Mulberry pollen allergen (MPA), whereas cells from BGA-PTS were highly
responsive to both allergens. Cells from BGA-PTS exhibited a significantly higher level of activation than did
those from IT-PTS suggesting that immunotherapy had reduced the allergenic response. Serum levels of BGA-
specific IgG and IgE antibodies correlated with symptoms and levels of lymphocyte activation, i.e., BGA-PTS
exhibited higher levels of IgE and lower levels of IgG relative to IT-PTS who exhibited higher levels of IgG and
lower levels of IgE conflrming the efficacy of immunotherapy.

Our results suggest the possibility that immunotherapy may enhance the development of suppressor cells
which effect the observed hyporesponsiveness of cells from ITS-PTS. In an attempt to demonstrate the putative
suppressor cell population in vitro, we utilized an approach that was used by others to demonstrate the
presence of suppressor cells in ragweed allergy patients. For comparison, cells from short-term
immunotherapy patients (who had allergies to both Bermuda grass and ragweed) were tested for the presence
of suppressor cell activity. Results showed that approximately one-third of these patients had demonstrable
suppressor cell activity that was directed toward ragweed allergy and confirm those previously reported.
However, none of these patients had detectable suppressor cell activity that was directed toward Bermuda grass
allergy. By contrast, these patients demonstrated an immuno-enhancing activity when tested for responsiveness
to Bermuda grass. Studies to clarify and understand this disparity in suppression versus enhancement to
Bermuda grass and ragweed are currently under investigation.
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DETAIL SUMMARY SHEET
DATE: 1 October 90 PROTOCOL #: 83/37 STATUS: Ongoing

TITLE: Cardiopulmonary Effects of Stressful Exercise at 4,000 Feet on SCT Individuals

START DATE: Jul 84 ESTIMATED COMPLETION DATE: Jul 92
PRINCIPAL INVESTIGATOR: LTC ldelle M. Weisman

DEPARTMENT: DCI FACILITY: William Beaumont Army Medical Center
ASSOCIATED INVESTIGATORS:

KEY WORDS: Sickle cell trait, Stress, Hypoxia, Exercise

Study Objective: To establish baseline pulmonary function data (spirometry, helium dilution lung volumes,
maximum voluntary ventilation L/min (MVV), arterial blood gas analyses (ABG), single breath diffusing
capacity DLCOSB (ml/min/mmHg) and steady state diffusing capacity DLCOSS (ml/min/mmMg) (Filley
technique) as well as values for the partial pressure of oxygen at 50 saturation (mmHg) (P50) in HgbAS
individuals and controls and to determine percent HghS and percent HgbF in individuals heterozygous for
sickle cell trait (HbgAS) at 4000 ft.

To carefully document cardiopulmonary response of individuals identified as baving hemoglobin AS during
both strenuous incremental and submaximal steady-state exercise at altitude with age, race, sex, smoking,
matched non-HgbAS controls.

To correlate observed abnormalities (if any) in parameters of cardiopulmonary performance with levels of
HgbS in individuals with sickle cell trait (i.e. are patients with 40 percent of HghS more likely than controls
to experience abnormalities during vigorous exercise. Also, to determine whether HgbF levels may be protective
as they are in patients with sickle cell disease.

To determine whether conditioning (repeat studies after six weeks) is operative in modulating
cardiopulmonary performance in both SCT individuals and controls.

Conclusive data Is not anticipated from this protocol, but a preliminary statement or suggestion may be
offered on the important question of occupational restriction of subjects with HgbAS. This is in keeping with
the National Academy of Science - National Research Council rs Report of 1973,

Technical Approach: The details are lengthy and specified in the protocol. Duplicates are kept on file in the
Department of Clinical Investigation and are available upon request.

Addendum (Mar 85): Added testing at 7,500 ft

Progress: 121 subjects were tested. Data collected at simulated 4,000 m (Phase 11I) is being reevaluated. If
necessary 6 more subjects may still be added to this phase of the protocol.
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DETAIL SUMMARY SHEET
DATE: 1 October 90 PROTOCOL #: 88/05 STATUS: Terminated

TITLE: IND Janssen Pharmaceutica #R51,211 Treatment of Systemic Mycoses with Itraconazole (Monitor:
COL Ortiz)

START DATE: Oct 87 ESTIMATED COMPLETION DATE: Apr 91
PRINCIPAL INVESTIGATOR: LTC Idelle M. Welsman

DEPARTMENT: DCI FACILITY: Willlam Beaumont Army Medical Center
ASSOCIATED INVESTIGATORS:

KEY WORDS: Itraconazole, Systemic mycoses

Study Objective: To assess the efficacy of Itraconazole therapy in fungal dissemination disease.

Technical Approach: The details are lengthy and specified in the Pharmaceutical Company protocol.
Duplicates are kept on flle in the Department of Clinical Investigation and are available upon request.

Progress: Patient moved to New York City in Nov 90, but still receives Itraconazole through a New York
physicians group. During his time in El Paso, his clinical status remained the same. His cocci titer remained
positive (4 + at 1:4), negative coccidioidin skin test, normal CXR, unchanged GI exam. No adverse affects from
Itraconazole.
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DETAIL SUMMARY SHEET
DATE: 1 October 90 PROTOCOL #: 88/38 STATUS: Ongoing
TITLE: Comparison of Physiologic Responses to Prolonged Exercise Simulating Army Field Training in Sickle
Cell Trait and Controls (Phase IVa) (Monitor: COL Michaels)
START DATE: Jul 89 ESTIMATED COMPLETION DATE: Jun 92
PRINCIPAL INVESTIGATOR: LTC ldelle M. Weisman
DEPARTMENT: DCI FACILITY: William Beaumont Army Medical Center
ASSOCIATED INVESTIGATORS: R. Jorge Zeballos, MD; COL John Little, ADA; CPT TW Martin, MC

KEY WORDS: Sickle cell trait, Endurance exercise

1. To determine if submaximal (50-70% VO2 max) prolonged treadmill exercise (1 hour 30 minutes) with
a final maximum exercise (5 minutes), similar to Army field training conditions, would elicit differences in
exercise performance between Sickle Cell Trait (SCT) and control volunteers.

2. To evaluate changes in Percent Sickling (%S) and blood viscosity with prolonged exercise in SCT
volunteers and to analyze their relationship to venous oxygen saturation, hydration status and temperature.

3. To assess biochemical and enzymatic changes in blood and urine that would suggest muscle damage
(rhabdomyolysis) during prolonged exercise.

4. To compare the effect of prolonged exercise on renal function in SCT and controls.

5. To determine whether subtle pulmonary microcirculatory abnormalities not present at rest would be
detected during exercise in SCT compared to controls.

Techoical Approach: The detalls are lengthy and specified in the protocol. Duplicates are kept on file in the
Department of C’.nicai ‘nvestigation and are available upon request.

Progress: 10 SCT/8 control patients have been entered into this protocol; desired number is 40. Data file has
been created with 700 variables for each subject with cardiopulmonary, hematologic and biochemical data
collected during 90 minutes of exercise. Statistical analysis of data is underway. Preliminary results will be
used to determine if Phase I'Va of the protocol will be modified or continue in the present form. An abstract
is being prepared for submission to the 1991 American Thoracic Society (ATS) International Conference.
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DETAIL SUMMARY SHEET
DATE: 1 October 90 PROTOCOL #: 89/68 STATUS: Ongoing

TITLE: In Vivo Sickling In Sickle Cell Trait (HbAs): Effect of Hypoxia, Exercise and Red Cell
Sampling/Fixation Time

START DATE: Jul 89 ESTIMATED COMPLETION DATE: Jun 93

PRINCIPAL INVESTIGATOR: LTC ldelle M. Weisman

DEPARTMENT: DCI FACILITY: William Beaumont Army Medical Center
ASSOCIATED INVESTIGATORS: R. Jorge Zeballos, MD

KEY WORDS: Sickling, Sickle cell trait, Kinetics

Study Objective: Recent discoveries in Hemoglobin S (HbS) polymerization kinetics make it imperative to re-
examine the sickling phenomenon in vivo in order:

1. To corroborate, by using a new, specially designed blood drawing technique, that in vivo sickling is
present in the blood of individuals with Sickle Cell Trait.

2. To determine the effect of hypoxia on the magnitude of sickling.

3. To compare the combined effect of hypoxia and exercise on sickling measured in effluent blood from an
exercising limb and in arterial blood that has recirculated through the lungs during leg exercise.

4. To determine the effect of red cell sampling/fixation time on the measurement of percent sickling.

Technical Approach: The study will be carried out in the Human Performance/SCT Laboratory at Willlam
Beaumont Army Medical Center in El Paso, Texas at an altitude of 1270m and mean baremetric pressure of
656mm Hg.

Ten individuals with SCT will be used for this study. All will be between 18 and 28 years of age and will
be non-smokers. Volunteers will be obtained from the basic training reception station at Logan Heights, Ft
Bliss, Texas similar to previous studies (WBAMC 83/37, WBAMC 88/38). All incoming recruits are screened
for SCT with a Sickledex test; positive results will be confirmed by cellulose acetate (pH=8.4) hemoglobin
electrophoresis with % HbS determined by quantitative scanning densitometry. Individuals identified as
possessing SCT (HbAS) will be asked to participate in the study after an explanation of the protocel, including
its purpose, risks and benefits by one of the researchers. Based on past experience, between 30-50% of basic
trainees with SCT volunteer to participate. In addition, SCT counseling will be provided by LTC Weisman.
This remains important because >70-80% of basic trainees with SCT do not know that they have HbAS or what
it means to be positive for HbAS. If the individual with SCT agrees to volunteer In the study, he or (they) will
be transported to the SCT lab. Upon arrival, the subjects will read the volunteer agreement and ask any
remaining questions. We will explain that they may withdraw from the study at anytime without penalty. If
the volunteer withdraws, he will be transported back to his original unit. The NCO wiil not be informed of the
circumstances surrounding the trainee’s return. Usually within hours, the former volunteer and the rest of
his unit is transferred to a training battalion and a new NCO.

After obtaining informed consent, documented in writing, a physical examination will be performed on each
volunteer, and a medical history will be obtained. Baseline EKG, CBC, Urinalysis and SMA-20 will be
obtalned/checked. If the subject has no contraindication to exercise, he will be accepted into the study.
Controls are not necessary for this study.

A 20 gauge venous catheter (3.2 cm length, Quick Cath, Travenol Labs) will be inserted into one of the
median antecubital veins of the exercising arm of each volunteer. If an Allen’s test reveals a palmar blush
within five seconds, a second 20 gauge catheter (Becton, Dickinson) will be placed in the radial artery of the
non-exercising arm. Using this technique in over 150 arterial catheter insertions, we have had no ischemic
complications; all volunteers have successfully completed basic training. Approximately 30-40% of subjects have
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experienced minor wrist discomfort which typically resolved within 24 hours without sequelae. No other
complications have occurred. Previously approved WBAMC Protocol 88/38 fully discusses the risks of
catheterization. The patency of the catheters will be maintained using a heparin flush solution (10 USP
unit/ml) intermittently. Blood samples will be drawn anaerobically for blood gas analysis and percent sickling
measurements at rest and during exercise.

‘This Is a simplified version of previously approved WBAMC protocols 83/37 ("Cardiopulmonary Effects
of Stressful Exercise at Altltude (4000ft) of Individuals with Sickle Cell Trait (SCT) with medification to
include altitudes of 2300m and 4000m*) and WBAMC 87/25 ("Axillary Venosis Sickling in Individuals with
Sickle Cell Trait During Upper Extremity Exercise in a Hypoxic Environment”).

The subjects will be studied at rest breathing room air FI02=21%, Pl02=127mmHg) and then breathing
a hypoxic gas mixture (F102=14%, PI02= 85mmHg) equivalent to 4000m for 15 minutes at rest (before the
exercise) and during the exercise tests. The hypoxic gas will be administered via a respiratory gas mask during
rest and hand grip exercise and a mouth piece during leg exercise. The inspiratory port of both devices will
be connected to a 120L reservoir bag continuously fed from the gas cylinder with the hypoxic gas.

Two types of exercise formats will be used:

a) Hand Grip Exercise: After 15 minutes of breathing the hypoxic gas mixture, the subjects will first
perform a maximum rhythmic hand grip exercise at a rate of 60 grips per minute, pulling a weight of 16
pounds from an apparatus, consisting of a hand grip cable, pulley and adjustable weights. The exercise will
be performed only with the arm in which the venous catheter has been placed. The duration will be
approximately 3 minutes.

b) Leg Exercise: After 15 minutes of breathing the hypoxic gas mixture at rest, the subjects will be
exercised on an electronically braked cycle ergometer. The exercise test will consist of two stages of steady state
exercise consisting of 5 minute duration each. The first stage will be at 50%, and the second at 75% of the
maximum power predicted for each individual. During the cycle exercise test, minute ventilation (VE), oxygen
uptake (V02), carbon dioxide production (VC02), and respiratory exchange ratio (R) will be measured in a
breath-by-breath fashion using a computerized system (Medical Graphics Corporation) that integrates flow
(pneumotachometer) with the respiratory gases measured continuously in the mouthpiece with a mass
spectrometer (Perkin-Elmer). Heart rate (HR) and electrocardiographic changes will be meonitored
continuously during the exercise tests with an Electrocardiographic System. The arterial blood gas results will
be entered in the computer and the physiologic dead space-tidal volume ratio (VD/VT) and the alveolar-arterial
oxygen pressure difference [P(A-a)02] will be calculated.

A short IV extension tube attached to a drawing apparatus will be connected to either the venous or the
arterial catheter. The apparatus consists of the following elements: (a) a 3-way stopcock connected in serles
with (b) a one-way back pressure valve placed between the venous catheter and the port where (c) the syringe
with the 1% glutaraldehyde phosphate buffer solution will be connected (a 6¢cc plastic syringe will hold the
glutaraldehyde solution). A (d) plastic safety sleeve will be placed around the plunger and then marked with
(e) a red ring. The 1% glutaraldehyde solution is a biological fixative used for fixing bleod cells. If this
solution Is injected into the subject, it could induce serious medical complications. To our knowledge, there
is no literature available about the effect of accidental injection of glutaraldehyde into a human being.

The drawing apparatus has been tested for safety by the Clinical Pharmacist of the Hematology/Oncology
Service, WBAMC (see attached report). It would appear that this apparatus/technique approaches almost
complete freedom from the possibility of accidental injection of the fixative into the subject; This possibility
is even less likely if used by a researcher who is familiar with the system. Another important safety feature is
that during the blood sampling, all the maneuvers that are required will be that of pulling the plunger, and
never that of pushing or injecting.

Arterial and venous blood samples will be taken at rest breathing room air, at rest breathing the hypoxic
gas mixture (14% F102), and at the end of the hand grip and leg exercises, while breathing the hypoxic gas
mixture. The blood samples will be drawn and then fixed immediately in the fixative solution (<2sec);
immediately thereafter, another blood sample will be collected into a heparinized syringe. This syringe will
then be removed from the drawing apparatus, and the blood fixed in glutaraldehyde solution at 30, 60, 180,
and 300 second intervals, while being maintained in an anaerobic environment at 370C. At the end of the
Exercise test, the catheters will be removed.

Blood gas analysis will be performed on all samples collected including those used for the measurement
of Percent sickling. Oxygen tension, carbon dioxide tension and pH will be measured in an automated blood
gas analyzer (IL) and oxygen saturation in a spectrophotometric oximeter (IL CO-Oximeter).
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After fixation of the blood samples, slides will be prepared from one to two drops of the
glutaraldebyde-red cell suspension and examined under a phase contrast microscope. A thousand cells from
random areas of the preparation will be photographed for determination of percent sickling (number of sickled
cells per 100 counted). Sickiing will be determined independently and in a blind fashion by two observers. A
cell will be considered sickled If it is elongated with at least one or two projections or if it is irregularly shaped
with an angle and one or more points (21). Ovalocytes, tear drops, echinocytes, and other poikilocytes will be
excluded. These criteria for sickling morphology have been adopted and vigorously applied in our lab (22).

An ACLS-qualified physician will monitor the patient’s clinical status during the test. Testing will be
Interrupted if the patient experiences significant discomfort (abdominal pain, muscle cramps) or If a
dysrhythmia Is noted. A crash cart, supplemental oxygen and defibrillator will be avallable at all times. In
over 150 prior cycle exercise tests with hypoxia we have had no significant complications. We anticipate the
catheters will be in place for no longer than two or three hours. After the tests are completed, the catheters
will be removed immediately and direct pressure will be applied to the site. A stat vascular surgery consult
will be obtained in the unlikely event that a subject develops signs of ischemia.

Progress: Two more volunteers were studies. Preliminary statistical analysis has been performed. To
determine more precisely the percent of Sickle cells present in peripheral venous blood of SCT individuals
under adverse environmental conditions, 5 more subjects will be studies using the technique for immediate
blood fixation. Preliminary results were presented in the Laboratory of Chemical Biology at the National
Institute of Health in Bethesda, MD (Jul 91).
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DETAIL SUMMARY SHEET
DATE: 1 October 90 PROTOCOL #: 88/62 STATUS: Completed

TITLE: Armcrank and Cycle Exercise in the Evaluation of Dyspnea (Monitor: COL Ortiz)

START DATE: Jul 88 ESTIMATED COMPLETION DATE: Jui 91
PRINCIPAL INVESTIGATOR: Jorge Zeballos MD

DEPARTMENT: DCI FACILITY: William Beaumont Army Medical Center
ASSOCIATED INVESTIGATORS: LTC ldelle M. Weisman, MC

KEY WORDS: Armcrank, Cycle exercise

Study Objective: Compare the cardiopulmonary response to armcrank and cycle exercise in subjects with
dyspnea on exertion.

Technical Approach: We will use 20 male or female patients, 18-65 years old, referred to the pulmonary
department for evaluation of dyspnea on exertion. These patients routinely undergo cycle exercise testing with
an arterial line in place. Subjects will be excluded If they have orthopaedic, neurologic, or vascular
abnormalities which limit arm or leg exercise.

Subjects will perform both upper and lower extremity exercise on an electronically braked cycle ergometer.
For the upper extremity test, the cycle will be placed on a table so that the crank shaft will be level with the
seated patient’s shoulders. The order of the tests will vary so that a similar number of subjects begin with
either arm or leg exercise. Beginning with no added resistance or 0 watts, the work rate will increase 10-20
W/min until the subject is unable to maintain a 60 rpm crank rate. the test will also be discontinued if the
subject has ventricular tachycardia, more than a 20mm drop in systolic blood pressure, or >3 mm ST
depression.

While exercising, the subjects will breathe through a two-way valve. We will measure respiratory gases at
the mouthplece using a mass spectrometer (Perkin Elmer). Ventilation will be measured with a
poeumotachometer (Hans Rudolph). An on-line computer (MGC 2001) will perform breath-by-breath
calculation of 0, uptake (VO,)m CO, production (VCO,), minute ventilation (VE), and other measurements.
We will monitor heart rhythm on an oscilloscope and measure heart rate from a rhythm strip obtained during
the last flve seconds of each minute.

One hour before the first exercise test, a 20 gauge catheter will be inserted in the patient’s radial artery.
A 25cm tube with a three-way stopcock will be attached to the catheter to permit anaerobic sampling while the
subject exercises. Patency of the catheter and connecting tube will be maintained with a heparin solution (10
USP unit/ml).

We will draw blood samples with the subject at rest and every 2-4 minutes during exercise. We will measure
PO,, PCO,, and pH with an automated blood gas analyzer (IL System 1303). Hemoglobin saturation and
concentration will be measured with a spectrophotometric oximeter (IL 282 CO-Oximeter). The dead space-
tidal volume ration and the alveolar-arterial oxygen diiference will be calculated using standard equations.

Progress: No additional patients have been entered into this protocol since last abstract (19 patients total have

been entered). There have been no withdrawals or adverse reactions to report. Data is being collected for
comparison with another study.
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DETAIL SUMMARY SHEET
DATE: 1 October 90 PROTOCOL #: 89/48 STATUS: Ongoing
TITLE: Practical Value of Hyper-Reactive Airway Testing in the Assessment of Asthma in Army Recruits
(Monitor: COL Michaels)
START DATE: Aug 89 ESTIMATED COMPLETION DATE: Jun 93
PRINCIPAL INVESTIGATOR: R. Jorge Zeballes MD
DEPARTMENT: DCI FACILITY: William Beaumont Army Medical Center
ASSOCIATED INVESTIGATORS: LTC ldelle M. Weisman, MC

KEY WORDS: Asthma, AIT, Army recruits, Reactive airway disease, Brochial challenges

Study Objective:

1. To determine whether a screening test for hyperreactive airways "asthma" should be established for
individuals who, although having met entry requirements as specified in AR 40-501-2-24d have allergic histories
and/or a history of asthma in childhood (HAC), which would appear to increase their likelihood of exercise
induced asthma and other asthma related problems during basic training.

2. To determine which of the currently available methodologies, for the diagnestic evaluation of
hyperreactive alrways, would be most accurate (high sensitivity, high specificity), practical, and cost effective
for the screening of potential Army recruits.

3. To modify standard methods for the diagnosis of airway hyperresponsiveness so as to make them more
sultable to the Military Entrance Processing Service (MEPS).

4. To propose modification for AR40-501-2-244 based on the results of this study and thereby reduce the
number of Existing Prior to Service (EPTS) discharges secondary to asthma.

Technical Approach: All incoming basic trainees at Ft. Bliss will be asked to respond to a questionnaire which
will identify the inclusion criteria: (1) history of allergic rhinitis (hay fever), and/or (2) history of allergic
dermatologic disorder (i.e., eczema), and/or (3) history of asthma in childhood and (4) normal or border line
pulmonary function tests. Service members responding affirmatively to any of the inclusion criteria will be
asked to participate in the study.

A physical examination will be performed on each volunteer, and a medical history will be obtained.
Baseline EKG, CBC, Total Eosinophil count, and SMA-20 will be obtained/checked.

The study will be conducted on 2 consecutive days in the Human Performance/ Pulmonary Function Labs
at WBAMC. On the first day, the exercise induced broncho- constriction test will be performed in the morning,
followed by the nebulized distilled water test in the afternoon. On the second day, the hyperventilation with
cold air test will be performed in the morning, followed by the nebulized metacholine test in the afternoon.
The pulmonary functions at baseline for each test should not differ by more than 5%. The volunteers will be
followed during their stay at Ft. Bliss (at least 7-8 weeks) and even longer for those SM’s assigned here for
AIT. All admissions to a hospital for 48 hours or more, failures to pass the Army Physical Fitness Test, or
discharge from the service (especially with a principal diagnosis of asthma) will be carefully documented. A
relationship between positivity to hyperreactive airway tests and medical problems related to asthma will be
analyzed.

An ACLS-qualified physician will monitor the patient’s clinical status during all the testing. Testing will
be interrupted if the patient experiences significant chest tightness, wheezing, shortness of breath, chest pain,
or if a dysrhythmia Is noted. A crash cart, supplemental oxygen and defibrillator will be available at all times.
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Progress: Ten patlents have been enrolled to date; desired number is 25. Since basic training at Ft. Bliss was
terminated, volunteer recruitment has been very difficuit. A new system is being established to recruit
volunteers from AIT.
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DETAIL SUMMARY SHEET
DATE: 1 October 90 PROTOCOL #: 91/30 STATUS: Completed

TITLE: A Psychosocial View of Health Care: Where Health Care has b.en and Its Destination in the Army

START DATE: Apr 91 ESTIMATED COMPLETION DATE: Jun 91
PRINCIPAL INVESTIGATOR: MA] Peter K. Moskowitz

DEPARTMENT: CSD FACILITY: William Beaumont Army Medical Center
ASSOCIATED INVESTIGATORS:

KEY WORDS: Health care

Study Objective: To search the history of health care as an indicator for future trends.
Technical Approach: Research literature and review past, present and future prospects of health care.

Progress: Project completed and paper submitted for local DCI competition. Accepted for publication in
Futurics.
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DETAIL SUMMARY SHEET

DATE: 1 October 90 PROTOCOL #: 89/75 STATUS: Ongoing

TITLE: Comparison of Cranial and Iliac Autologous Bone Grafts and their Effect on the Success Rates of
Subsequent Osseointegrated Intra/Extraoral Implant Application in the Miniature Swine

START DATE: Mar 89 ESTIMATED COMPLETION DATE: 2 Feb 90

PRINCIPAL INVESTIGATOR: LTC Nathan C. Dickerson

DEPARTMENT: Dentac FACILITY: William Beaumont Army Medical Center
ASSOCIATED INVESTIGATORS: LTC Michael G. Donovan, DC; MAJ Jan Faulk, DC

KEY WORDS: Cranial bone graft, lliac bone graft

Study Objective: PHASE I: Design surgical techniques for harvesting bilateral iliac corticocancellous bone
grafts, and cranial bone and cranial-facial flap techniques.

(a) Study will provide knowledge for surgical techniques that will minimize morbidity (pain, muscular
dysfuanction, nerve damage) in swine for future studies.

(b) Phase I study will be performed on one (1) domestic swine prior to bone graft studies (Phase 11 and
Phase 111) on more expensive miniature swine.

PHASE II: Compare traditional reconstruction techniques, autologous iliac bone grafts, with autologous
cranial bone grafts in maxillofacial reconstruction. Will verify if cranial bone is superior to iliac bone in
maxillofacial reconstruction. Facial onlay bone grafts and continuity defect repairs are to be compared.

(a) Will compare rate of revascularization and magnitude of resorption at different time intervals for
cranial and iliac bone grafts.
(b) Will evaluate need for donor bone graft to duplicate recipient site.

PHASE 111: Will determine degree of osseointegration of pure titanium bone implants in cranial and iliac
bone grafts in:

(a) Intraoral continuity defects
(b) Extraoral continuity defects

Technical Approach: The details are lengthy and specified in the protocol. Duplicates are kept on file in the
Department of Clinical Investigation and are available upon request.

NOTE: All procedures producing pain or discomfort to these animals have been described in full and such
pain and discomfort will be effectively minimized with tranquilizers, and/or anesthetics as required under
Public Laws 89-544, 91-579, 94-279, and 99-198 (The Animal Welfare Act and Amendments). All exceptions are
described In the protocol in item $.b. (Animal Procedures).

Progress: Phase I of the project was completed November 1989 with evidence that the swine is a good surgical
model for comparison of cranial and iliac bone grafts to the facial bones.

Phase II: All grafted bone was found to be viable. The calvarial onlay bone grafts had a greater percentage
of retention of 84.5% at six to twelve months compared to only 35.6% for the iliac onlay grafts. The calvarial
bone grafts were found to have a greater density by more than twofold compared to iliac bone grafts.
Conclusion: Calvarial bone is superior to iliac bone for onlay grafts due to the greater retention of the grafted
bone volume. Retention of these onlay bone grafts was not because of revascularization of the grafts, but
because of the greater density of calvarial bone compared to iliac bone.
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Phase Iil, placement of Branemark osseointegrated implants into previous cranial bone grafts is
progressing as planned. Radiographic studies have been completed and the final view of the Titanium and
Onlay Bone Interface with SEM is pending.

Presented at the Oral and Maxillofaclal Surgery Association national meeting in September 1991.
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DETAIL SUMMARY SHEET
DATE: 1 October 90 PROTOCOL #: 91/20 STATUS: Ongoing
TITLE: Comparison of Osseointegration of Titanium Implants in Cranial and lliac Autologous Bone Grafis
Stabilized with Immediate Titanium Implant Fixtures in Miniature Swine
START DATE: May 91 ESTIMATED COMPLETION DATE: Feb 92
PRINCIPAL INVESTIGATOR: LTC Nathan C. Dickerson
DEPARTMENT: Dentac FACILITY: William Beaumont Army Medica! Center
ASSOCIATED INVESTIGATORS: COL Michael G. Donovan

KEY WORDS: Titanlum implants, Bone grafts

Study Objectives:

1. Examine time interval of osseointegration of titanium implants when placed in immediate bone grafts.

2. Compare the rate of osseointegration, l.e., success rate, of titanium implants in immediate autologous
calvarial and iliac bone grafts.

3. Compare the rate of osseointegration, i.e., success rate, between immediate placement of titanium
implants in grafted bone to titanium implants in mature bone grafts.

4. Determine the recommended time interval of osseointegration required prior to placement of functional
load on implants.

Technical Approach: Six miniature swine will be used for this study. Each animal will serve as its own control
by having an implant placed in a nen-grafted facial bone site.

Under general anesthesia, each swine will have autologous bone from the outer table of the frontal and
parietal bones harvested and a corticancellous bone graft from the iliac crest harvested. Placement of the bone
grafts will be to the nasal bones of the swine. The bone grafts will be rigidly fixed utilizing one or more
Branemark titanium implant fixtures of 7mm or 10mm lengths. Four calvarial bone grafts and four iliac bone
grafts will be utilized on each animal. The calvarial bone grafts will be on the right side and the iliac bone
grafts will be on the left side of the nasal bones.

One swine will be euthanatized at one month, two months, four months, six months, eight months, and
twelve months to obtain specimens for histological studies. Twenty-one days prior to scheduled euthanation
and biopsy, the animals will be marked with an .M. injection of a tetracycline derivative to assess new bone
growth in the bone grafts adjacent to the implant fixtures. Barium sulfate mixed with heparinized formalin
will be infused after euthanasia to mark neovascularization in the bone grafts.

Each bone graft site will be physically measured for evidence of bone resorption or growth, and these
measurements will be compared with the dimensions of the bone grafts measured at time of initial placement.
The titanilum implants are of fixed length and will serve as markers for loss or maintenance of the bone graft
heights along with the above physical measurements.

NOTE: All procedures producing pain or discomfort to these animals have been described in full and such
pain and discomfort will be effectively minimized with tranquilizers, and/or anesthetics as required under
Public Laws 89-544, 91-579, 94-279, and 99-198 (The Animal Welfare Act and Amendments). All exceptions are
described in the protocol in item 5.b. (Animal Procedures).
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Progress: Three animals have undergone surgery for autologous bone graft harvesting and placement and
Branemark titanlum implants placed. No adverse reaction/morbidity noted. The remaining subjects are
scheduled for surgery in November/December 1991 with necropsy beginning in December 1991. Louisiana State
University Maxillofacial Surgery Service and Residency has acquired the machine to cut the specimens and
implants from scanning of interface with electron microscopy and samples of specimens will be sent to them.,
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DETAIL SUMMARY SHEET
DATE: 1 October 90 PROTOCOL #: 89/37 STATUS: Ongoing

TITLE: Bone-Anchored Craniofacial Prostheses Investigation

START DATE: Oct 89 ESTIMATED COMPLETION DATE: Dec 91
PRINCIPAL INVESTIGATOR: COL Michael G. Donovan

DEPARTMENT: Dentac FACILITY: William Beaumont Army Medical Center
ASSOCIATED INVESTIGATORS: COL John Gary, MC

KEY WORDS: Craniofacial prostheses, Bone-anchored prostheses

1. Toevaluate the long term retention success rate for titanium implants anchoring craniofacial prostheses.
2, To evaluate the long term stability of the prostheses.

Technical Approach: Patients will be admitted to Ward 6W, and have the routine pre-surgery laboratory
studies, to include blood work, x-rays and urinalysis, and any further tests required that would be dictated by
their medical history. Appropriate referrals will be given to various medical specialties if indicated. The
surgery to implant the prosthesis will be conducted in the operating room. Anesthetic will be given to minimize
the pain that is associated with any surgical procedure. The doctor will cut the skin covering the area to be
treated and then drill holes in the bones of the face, head, or both. Next, tiny titanium fixtures will be inserted
into the holes, the skin will be replaced so that It covers the fixtures, and the skin stitched. The titanium
fixtures will be left in place for 3-4 months to allow them to become integrated with the bone. During this time
the patient will visit the doctor 2-3 more times so their condition can be monitored.

After 3-4 months, the patient will once again be admitted to the hospital, where they will undergo additional
surgery. After the anesthetic is administered, the doctor will again cut the skin covering the area being treated.
Some of the tissue under the skin will be removed and the skin will be stitched back together. The doctor will
then puncture the skin directly over each impianted titanium fixture and will attach a small skin-penetrating
abutment to each fixture. For 3-4 weeks, the treated area will be allowed to heal. During that time the patient
will visit their physician 1-3 times so that their condition can be monitored.

After 3-4 weeks, a prosthesis will be made and will be attached to the anchors. After the prosthesis is in
place, the patient will continue to visit their physician 3 times during the first year, then twice a year, so that
their condition can be monitored, as well as their level of satisfaction.

Progress: Four patients have had a total of thirteen implants placed. One of the thirteen implants failed to
integrate and was removed without sequelae and did not affect the outcome of the treatment. Three patients
completed the active phase of treatment and have had their prosthesis placed. One patient received a
prosthetic ear, one patient received a prosthetic nose and the third patient received an orbital prosthesis. All
are doing well in their followup phase. The fourth patient bas had three implants placed in his left mastoid
bone and now awaits the second phase of treatment to uncover the implants for placement of a prosthetic ear.
A fifth patient is awaiting evaluation prior to placement of the implants for replacement of a missing ear.
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DETAIL SUMMARY SHEET
DATE: 1 October 90 PROTOCOL #: 91/19 STATUS: Completed

TITLE: A Study of Antimicrobial Properties of Impression Tray Adhesives

START DATE: Mar 91 ESTIMATED COMPLETION DATE: Mar 91
PRINCIPAL INVESTIGATOR: MAJ David A. Herman

DEPARTMENT: Dentac FACILITY: William Beaumont Army Medical Center
ASSOCIATED INVESTIGATORS:

KEY WORDS: Adhesives, Antimicrobial

Study Objective: The main objective of this project is to see if any of the impression tray adhesives possess
antimicrobial properties. If the antimicrobial property is evident, this secondary effect of disinfection will make
the possibility of material and patient cross-contamination less likely. The object is not to determine the most
powerful antimicrobial adhesive, but to see if the chemicals present in the adhesives will mimic their organic
compound counterparts present in disinfectants.

Technical Approach: Freeze-dried cultures of Pseudomonas aeruginosa, Salmonella ch is, and
Staphylococcus aureus will be rehydrated and transferred to a test tube of recommended broth. After a few

days, cultures will be grown out and transfer dilution will be made.

The two testing methods are dilution plating and filter paper disk inhibition. The dilution plating method
consists of application of a suspension of bacteria to the adhesive layer painted on the sterile plastic petri
plate. The solution is collected after 20 minutes and then plated on tryptic soy agar blood plates and incubated
for 48 hours. Then the colonies will be counted. The filter paper disk inhibition method consists of applying
the disk saturated with the impression tray adhesive to the plated bacteria cultures on tryptic soy agar blood.
The plates will be incubated and cbserved at 24, 48, and 72 hours for measurement of any inhibitory zones.

The three impression tray adhesives include Coe adhesive (Coe Laboratories, Inc.), Express tray adhesive
(3M Company), and Hold adhesive (Teledyne Getz/Densco). These adhesives were chosen since they represent
three common and chemically distinct impression material systems widely used in dentistry. The bioburden
is added to the bacterial culture dilution as a 50:50 vol/vol mixture.

Each testing procedure will have the same three organisms and same three impression tray adhesives plated
with and without the human blood bioburden in these various combinations five times each.

Amendment: The testing method was amended to putting 0.5ml of an estimated bacterial suspension in a Sml
adhesive/mineral oil mixture and letting it react for 30 minutes. After that, successive dilutions are made until
the estimated dilution is plated at 0.1ml on TSA blood plates by the filution plating method. The plates are
incubated for 24 hours and then colonies are counted. Five dilution samples will be made for each
adhesive /bacterial test sample and three platings will be made from each of these five dilutions.

Progress: Three common impression tray adhesives were tested for their antimicrobial actions on three
bacteria strains used for disinfectant studies. The colony forming units (CFU) counts from plating the
adhesive-exposed bacteria showed a significant reduction in number compared to the CFU of the controls.

Conclusion: Statistical analyses confirmed the significant reduction (p less than 0.05) for all but one test case.

Proper infection control procedures should always be followed, but the added benefits of disinfection by
impression tray adhesives can help prevent cross-contamination. Submitted for publication.
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DETAIL SUMMARY SHEET
DATE: 1 October 90 PROTOCOL #: 91/41E STATUS: Completed

TITLE: Emergency Use of Azithromycln (Patient J.C.)

START DATE: Jun 91 ESTIMATED COMPLETION DATE: Jul 91
PRINCIPAL INVESTIGATOR: MAJ Naoml E. Aronson

DEPARTMENT: Med FACILITY: William Beaumont Army Medical Center
ASSOCIATED INVESTIGATORS:

KEY WORDS: Azithromycin, Lyme Disease

Study Objective: Emergency use sought for treatment of patient whose recent partial synovectomy (FAMC)
showed the persistence of spirochetes. Patient flaring despite chronic doxycycline and not responding well to
intravenous ceftriaxone.

Techpical Approach: Azithromycin administered IAW Pfizer protocol #066-127 (IND #24,999).

Progress: Subject’s participation in this protocol was terminated after discussion with Dr. Johnson, Pfizer
Research Medical Monitor. IND agent given for prescribed 14 days. Ten days off therapy, patient
demonstrated progression shown by WSR elevation, fever, new left MCP arthritis and
swelling/effusion/tenderness of right knee. Patient suffered no adverse reactions while taking Azithromycin
and her WSR normalized on therapy.
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DETAIL SUMMARY SHEET
DATE: 1 October 90 PROTOCOL #: 91/41 STATUS: Terminated

TITLE: Use of Azithromycin in a patient with Lyme Disease who has failed conventional antibiotic therapy
(COL Cannady)

START DATE: Jul 91 ESTIMATED COMPLETION DATE: Nov 91
PRINCIPAL INVESTIGATOR: MAJ Naomi E. Aronson

DEPARTMENT: Med FACILITY: Willlam Beaumont Army Medical Center
ASSOCIATED INVESTIGATORS: MAJ David Slagle

KEY WORDS: Azithromycin, Lyme Disease

Study Objective: To assess the safety and efficacy of Azithromycin therapy in refractory stage 111 Lyme Disease
under

: Treatment IAW Pfizer protocol #066-127 (IND #24,999). The details are lengthy and
specified in the protocol. Duplicates are kept on file in the Department of Clinical Investigation and are
avallable upon request.

Progress: Protocol was terminated after discussion of emergency use results with Dr. Johnson, Pfizer Research
Medical Monitor.
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DETAIL SUMMARY SHEET
DATRE: 1 October 90 PROTOCOL #: 90/38 STATUS: Terminated
TITLE: Cost-Benefit Analysis of Routine, Right-Sided Cardiac Catheterization in the Evaluation of Coronary
Artery Disease by Left-Sides Catheterization
START DATE: Aug 90 ESTIMATED COMPLETION DATE: Aug 91
PRINCIPAL INVESTIGATOR: CPT Terry D. Bauch
DEPARTMENT: Med FACILITY: William Beaumont Army Medical Center
ASSOCIATED INVESTIGATORS: MAJ William A. Collazo, MC; MAJ Thomas Stoughton, MC

KEY WORDS: Cardiac catheterization, Coronary artery disease

Study Objective: This study examines the question of whether routine right-sided cardiac catheterization is
Justified in the evaluation of coronary artery disease by left-sided catheterization. Military beneficiaries already
scheduled for left heart catheterization will be studied in a prospective fashion.

Technica) Approach: A right-heart catheterization will be performed on 200 consenting adults of both sexes,
ages 20 to 90, already scheduled for left-heart catheterization in the evaluation of known or suspected coronary
artery disease. The study will not be blinded. Exclusion criteria include known or suspected pulmonary or
right-heart pathology as identified by historical, physical, and non-invasive laboratory findings. The patients
thus excluded will include those with congestive heart failure, myocardial disease, pericardial disease, and
significant valvular heart disease. A normal right heart catheterization performed within the previous 12
months will also be an exclusion criteria. Routine right-heart hemodynamic data will be recorded to include
right atrial and ventricular pressures, pulmonary artery pressure, pulmonary capillary wedge pressure, cardiac
index, and superior vena caval and pulmonary arterial oxygen saturations. Standard left heart catheterization
data will also be obtained. Given the prior practice of routine right heart catheterization in our laboratory,
the patient will not be subject to additional risk by study participation. Subjects are terminated if right-heart
catheterization is normal. The remainder are followed through the secondary evaluation of the abnormalities
elicited. The outcome of secondary evaluation will be noted, and a cost-estimate made for the additional work.
Cost-benefit will be judged by comparing the health care costs of early identification of unsuspected
abnormalities versus the estimates of cost should these abnormalities have not been found.

Progress: Protocol was terminated due to PSC of the PI and an Al. During the course of the study, no
adverse effects were noted.
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DETAIL SUMMARY SHEET
DATE: 1 October 90 PROTOCOL #: 91/22 STATUS: Ongoing

TITLE: Fourth International Study of Infarct Survival (ISIS-4)

START DATE: Jun 91 ESTIMATED COMPLETION DATE: Aug 93
PRINCIPAL INVESTIGATOR: CPT Barrett L. Chapin

DEPARTMENT: Med FACILITY: Willlam Beaumont Army Medical Center
ASSOCIATED INVESTIGATORS: MAJ Carolyn Bernheim, MAJ Roger Belbel

KEY WORDS: Infarct Survival, Captopril, Magnesium, Nitrate

Study Objective: To obtain reliable assessment of the separate and combined effects on vascular mortality of
adding three widely practicable treatments to the current standard treatments for a wide range of types of
patient (high risk and low risk) with definite or suspected myocardial infarction.

Technical Approach: This will be an international, multi-center, partially double-blinded, partially placebo-
controlled, randomized, prospective study. The three study treatments will be randomized ina "2 x 2 x 2
factorial® design. Each patient will be randomized between controlled-release mononitrate vs. placebo, captopril
vs. placebo, and magnesium vs. open control, If, as hoped, a total of 40,000 patients is randomized, there will
be about 5000 patients in each of the eight possible combinations of trial treatment. The eight possible
combinations are: 2) nitrate alone, 2) captopril aloae, 3) magnesium alone, 4) nitrate and captopril, 5) nitrate
and magnesium, 6) captopril and magnesium, 7) nitrate, captopril, and magnesium, and 8) no trial treatment.
Group sizes of 5000 may not be large enough to yield statistically reliable results. But, the factorial design
makes the assumption that the effect of the other two trial treatments is equally distributed between the
treatment of interest and its control due to the randomization. Therefore, if 40,000 patients are entered, each
treatment will have 20,000 patients vs. 20,000 control subjects for data analysis.

Progress: The study commenced in Aug. Two patients have entered the study. For the entire ISIS study, it

Is hoped that 40,000 patients will be randomized to the three treatment arms. The end points are mortality
at one month or in hospital. There have been no problems, adverse effects, or withdrawals.
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DETAIL SUMMARY SHEET
DATE: 1 October 90 PROTOCOL #: 90/31 STATUS: Completed

TITLE: Health Status Awareness Survey

START DATE: May 90 ESTIMATED COMPLETION DATE: Oct 91
PRINCIPAL INVESTIGATOR: MAJ Christopher P. Cheney

DEPARTMENT: Med FACILITY: William Beaumont Army Medical Center
ASSOCIATED INVESTIGATORS: Harry E. Davis, COL, MC

KEY WORDS: Health Status Assessment Questionnaire

Study Objectives:
1. Assess patients’ awareness of their medical problems.
2. Assess patients’ awareness of how their current problems will impact on their future health status.
3. Identify patients’ life styles and habits that impact on their health.
4. Survey the patients’ insight and/or attitudes regarding care provided by the clinic.
8. Elicit suggestion as to how to improve the efficiency and operation of the Internal Medicine Clinic
(IMC).

The study will survey outpatients of the IMC over two calendar months. The
questionnaire will be given to all patients as they sign in to our clinic and who meet our inclusion criteria.
They will be encouraged to fill out the questionnaire while they are waiting for their appointment, or return
it to the clinic as soon as possible via a se'f addressed envelope. Their responses to all questions will be
encouraged. Our goal Is to obtain over 500 completed questionnaires. The questionnaire evaluates a series
of general medical problems seen frequently in the IMC to include tobacco abuse, aicohel abuse, hypertension,
hypercholesterolemia, coronary artery disease, cancer screening and obesity. The questions address whether
the patient is aware of their diagnoses, are they aware of how various life styles affect the natural history of
the disease and do they know means avallable to lessen or eliminate the disease.

Progress: Five hundred questionnaires were handed out over a six week period in the Internal Medicine Clinic.
Of the 153 questionnaires (76 male and 77 female), 55% stated they received yearly flu shots. In this
population, 96 of the 153 patients were >65 yo and of those patients, 7% claimed to have received their
vaccination. When analyzed regarding smoking hisotry, 9% currently smoked, 61% smoked in the past, and
20% had a diagnosis of COPD listed in their medical record. In these high risk patients, there was a 36%
vaccination rate (VR) in the current smokers, a 68% VR in prior smokers and a 70% VR in those with COPD.
In patient shwo elected not to receive the flue vaccine, the reasons for not obtaining one were varied but could
be broken down into two broad groups, adverse reaction (40%) and inadequate patient education (60%). The
biggest reasons stated included, it causes side effects (19%), it gives you the flue (17%), or it is not necessary
(17%). In summary, in an internal medical clinic where the cost of obtaining a flu shot is not a barrier, the
objectives of the 1980 Public Health Service have been met in certain groups at high risk. More emphasis on
patient education isneeded on those who continue to smoke and those who are misinformed regarding the
reasons for vaccinations. Two talks are to be presented at the Army’s American College of Physician’s program
in San Francisco in October 1991.
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DETAIL SUMMARY SHEET
DATE: 1 October 90 PROTOCOL #: 84/35 STATUS: Terminated

TITLE: Adjuvant Chemotherapy with 5-FU, Adriamycin and Mitomycin-C (FAM) vs Surgery Alone for
Patients with Locally Advanced Gastric Adenocarcinoma (SWOG 7804) (Monitor: LTC W. Lane)

START DATE: Mar 78 ESTIMATED COMPLETION DATE: Indefinite

PRINCIPAL INVESTIGATOR: COL Ray O. Lundy

DEPARTMENT: Med FACILITY: William Beaumont Army Medical Center
ASSOCIATED INVESTIGATORS:

KEY WORDS: Adenocarcinoma, Stomach, Adjuvant chemotherapy vs surgery

Study Objective: To determine the efficacy of adjuvant chemotherapy with 5-Fluorouracil, Adriamycin and
Mitomycin-C (FAM) on the disease-free interval and survival of patients with TNM stage-groups IB, IC, Il and
11 gastric adenocarcinoma compared to potentially curative surgery alone.

Technical Approach: The details are lengthy and specified in the SWOG protocol. Duplicates are kept on file
in the Department of Clinical Investigation and are available upon request.

Progress: There have been no subjects entered into this study at WBAMC. The study was closed soon after
the new gastric adjuvant study (SWOG 9008) opened.

39




DETAIL SUMMARY SHEET
DATE: 1 October 90 PROTOCOL #: 87/41 STATUS: Terminated
TITLE: SWOG 8600 Randomized Investigation of High Dose vs Standard Dose Cytosine Arabinoside with
Daunorubicin in Patients with Acute Nonlymphocyte Leukemia (Monitor: LTC W. Lane)
START DATE: Nov 86 ESTIMATED COMPLETION DATE: Indefinite
PRINCIPAL INVESTIGATOR: COL Ray O. Lundy
DEPARTMENT: Med FACILITY: William Beaumont Army Medical Center
ASSOCIATED INVESTIGATORS:

KEY WORDS: Nonlymphocyte leukemia

: To compare, among patients with acute nonlymphocytic leukemia, the rate of complete
remission produced by induction regimens of either standard dose cytosine arabinoside and daunorubicin or
high dose cytosine arabinoside and daunorubicin. To compare the duration of complete remission and of
disease-free survival among patients who each receive one of three combinations of induction and consolidation
regimens: Standard dose cytosine arabinoside and daunorubicin for both induction and consolidation.
Standard dose cytosine arabinoside and daunorubicin for induction followed by high dose cytosine arabinoside
and daunorubicin for consolidation. High dose cytosine arabinoside and daunorubicin for both induction and
consolidation.

To determine the comparative toxicities of these three programs of induction and consolidation.

To determine the feasibility of implementing a predetermined approach to supportive care within a multi-
institutional cooperative group setting for patients receiving intensive chemotherapy for acute nonlymphocytic
leukemia.

Technical Approach: The details are lengthy and specified in the SWOG protocol. Duplicates are kept in the
Department of Clinlcal Investigation and are available upon request.

Progress: There have been no patients entered into this study at WBAMC. Study terminated at WBAMC due
to lack of suppuit personnel.
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DETAIL SUMMARY SHEET
DATE: 1 October 90 PROTOCOL #: 87/47 STATUS: Terminated

TITLE: SWOG 8598 Prospective Trial for Localized Cancer of the Esophagus (Monitor: LTC W. Lane)

START DATE: Oct 86 ESTIMATED COMPLETION DATE: Indefinite
PRINCIPAL INVESTIGATOR: COL Ray O. Lundy

DEPARTMENT: Med FACILITY: William Beaumont Army Medical Center
ASSOCIATED INVESTIGATORS:

KEY WORDS: Cancer, esophagus

Studv Objective: Determine the role of chemotherapy for a potentially curable subset of patients with
squamous cell cancer of the esophagus. Specifically to determine if the combination of chemotherapy and
radiation will add to the overall survival and cure of patients treated with the combination when compared to
patients treated by radiation alone. Determine if the patterns of recurrence for patients treated with the
combination of chemotherapy and radiation differs from those patients treated with radiation alone.

Technical Approach: The detalls are lengthy and specified in the SWOG protocol. Duplicates are kept in the
Department of Clinical Investigation and are available upon request.

Progress: There have been no patients entered into this study at WBAMC. Study closed in May 91.
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DETAIL SUMMARY SHEET
DATE: 1 October 90 PROTOCOL #: 87/75 STATUS: Terminated
TITLE: SWOG 8694 A Comparison of Pentostatin (NSC-218321) and Alpha-Interferon (NSC-377523) in
Splenectomized Patients with Active Hairy Cell Leukemia (Monitor: LTC W. Lane)
START DATE: Feb 87 ESTIMATED COMPLETION DATE: Indefinite
PRINCIPAL INVESTIGATOR: COL Ray O. Lundy
DEPARTMENT: Med FACILITY: William Beaumont Army Medical Center
ASSOCIATED INVESTIGATORS:

KEY WORDS: Hairy Cell Leukemia

Study Objective: To compare the frequency of response between pentostatin and a-IFN treatment in patients
with hairy cell leukemia who following splenectomy manifest active or progressive disease. To compare time
to response between these two treatments. To compare the response duration of these two treatments.

To determine whether pentostatin salvages nonresponders to a-IFN treatment and whether a-IFN salvages
nonresponders to pentostatin treatment. To compare the toxicity of the two treatments,

Technical Approach: The detalls are lengthy and specified in the SWOG protocol. Duplicates are kept on file
in the Department of Clinical Investigation and are available upon request.

Progress: There have been no patients entered into this study at WBAMC. Study terminated at WBAMC due
to lack of support personnel.
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DETAIL SUMMARY SHEET
DATE: 1 October 90 PROTOCOL #: 87/77 STATUS: Terminated

TITLE: SWOG 8792 Phase 111 Study of Alfa-ul (Wellferon) as Adjuvant Treatment for Resectable Renal Cell
Carcinoma (Monitor: LTC W. Lane)

START DATE: Jun 87 ESTIMATED COMPLETION DATE: Indefinite

PRINCIPAL INVESTIGATOR: COL Ray O. Lundy

DEPARTMENT: Med FACILITY: William Beaumont Army Medical Center
ASSOCIATED INVESTIGATORS:

KEY WORDS: Renal Cell Carcinoma

Study Objective: To assess in a controlled fashion the effectiveness of interon alfa-nl (Wellferon) as a surgical
adjuvant in patients with renal cell carcinoma. Study endpoints will consist of patient survival and time to
recurrence.

Technical Approach: The details are lengthy and specified in the SWOG protocol. Duplicates are kept on file
In the Department of Clinical Investigation and are available upon request.

Progress: There have been no patients entered into this study at WBAMC. Study terminated at WBAMC due
to lack of support personnel.
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DETAIL SUMMARY SHEET

DATE: 1 October 90 PROTOCOL #: 89/29 STATUS: Terminated

TITLE: SWOG 8624: A Phase Il Randomized Trial of Combination Therapy for Multiple Myeloma.
Comparison of (1) VMCP/VBAP to VAD or VMCPP/VBAPP for Induction; (2) Alpha-2b Interferon or No
Therapy for Maintenance; and (3) Alpha-2b Interferon + Dexamethasone for Incomplete or Non-Respounders
(LTC W. Lane)

START DATE: 1986 ESTIMATED COMPLETION DATE: Indefinite

PRINCIPAL INVESTIGATOR: COL Ray O. Lundy

DEPARTMENT: Med FACILITY: Willlam Beaumont Army Medical Center
ASSOCIATED INVESTIGATORS:

KEY WORDS: Multiple myeloma, Chemotherapy, Interferon

Study Qbjective: To compare the effectiveness of three chemotherapy induction schedules for the induction
of remission in previously untreated patients with multiple myeloma. The three schedules are:

1) VMCP/VBAP;

2) VAD (a four day infusion schedule);

3) VMCPP/VBAPP,

To compare the value of Intron-A (alpha-2b interferon) maintenance versus no maintenance for patients
proven to achieve remission (at least 75% tumeor regression after induction).

For patients who achieve only Improvement (50-74% tumor regression) or are non-responders with
chemotherapy induction, to determine whether dexamethasone plus alpha-2b Interferon (INTRON-A) will
increase the remission rate and survival duration.

To determine prognostic applicability to multiple myeloma of serum beta-2 microglobulin level, plasma cell
LI%, using the BU-1 monoclonal antibody, bone marrow plasma cell morphologic characteristics, and
histochemical staining for acid phosphatase and beta-glucuronidase content.

Nationwide, the study group desires to accrue 450 evaluable patients in the induction phase of
approximately 33 years, and expects to have 130 patients in the maintenance phase, and 230 patients in the
dexamethasone plus interferon trial. We expect no more than 20 patients will be enrolled at WBAMC,

Technical Approach: The details are lengthy and specified in the preotocol. Duplicates are kept on file in
Department of Clinical Investigation and are available upon request.

Progress: There have been no patients entered into this study at WBAMC, Enrolilment was closed in Oct 90.
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DETAIL SUMMARY SHEET
DATE: 1 October 90 PROTOCOL #: 91/54 STATUS: Ongoing
TITLE: Prospective Evaluation of Coccidioidomycosis in Human Immunodeficiency Virus-Infected Individuals
Living in an Endemic Area
START DATE: Aug 91 ESTIMATED COMPLETION DATE: Aug 96
PRINCIPAL INVESTIGATOR: Lynn McNicol
DEPARTMENT: Med FACILITY: William Beaumont Army Medical Center
ASSOCIATED INVESTIGATORS: MAJ Naomi Aronson, MC; PA Gregory Martin

KEY WORDS: Coccidioidomycosis

Study Objective: To demonstrate whether coccidiomycosis seen in HIV patients is reactivation disease or
represents acute infection in an immunocompromised host. To assess the early predictive value for active
coccidloldomycosis of the spherulin skin test, coccidioides complement fixation and immunediffusion antibody
studies and coccidioldes antigen ELISA in the HIV infected population.

Techpical Approach: The is a prospective descriptive study. Subjects will be obtained form individuals
participating in the HIV natural history study 86-49 (non-active duty) and HIV infected active duty soldiers
who are followed in the WBAMC Infectious Disease Clinic per AR 600-110. Completion date is dependent on
number of patients enrolled and severity of their immunologic compromise. Estimated study duration is §
years.

On entry, a complete geographic history will be obtained to assess travel to Cocci endemic regions (West
Texas, Arizona, San Joaquin Valley in California). On entry and every 6 months thereafter, delayed
hypersensitivity skin testing will be performed IAW DOD HIV staging. In addition, spherulin 1:100 (Berkeley
Biologics) will be included in the battery which is already usual practice in cocci endemic regions. Chest
radiograph will be obtained on entry and every 12 months which is current clinical practice during HIV staging.
On entry and every 6 months, the following blood tests will be ordered: T cell subset by flow cytometry,
quantitative inmunoglobulins and SPEP, complement fixation Coccidioides antibodies (sent to Dr. Pappagianis’
laboratory at UC, Davis), Coccidioldal precipitins (sent to FSH, TX), serum for coccidioidal antigen (research
test) - will be frozen at -70° F initially. On entry and every 6 months, weight will be recorded. On entry and
at every subsequent staging, patient will be clinically evaluated by history and physical examination to assess
for presence of active coccldioldomycosis.

Progress: Study just begun. MAJ Aronson PCS'd to WRAMC in Sep. Ms. McNichol, RN, assumed P1
responsibilities.
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DETAIL SUMMARY SHEET
DATE: 1 October 90 PROTOCOL #: 89/73 STATUS: Ongoing

TITLE: Serum Gastrin and Epldermal Growth Factor Levels in Patients with Adenomatous Polyps and
Carcinoma of the Colon

START DATE: Sep 89 ESTIMATED COMPLETION DATE: Unknown
PRINCIPAL INVESTIGATOR: MAJ David M. Maccini

DEPARTMENT: Med FACILITY: William Beaumont Army Medical Center
ASSOCIATED INVESTIGATORS: COL Edward L. Burkhalter, MC

KEY WORDS: Epidermal growth factor; Colon neoplasm

Study Objective: The purpose of this study is to determine if there is a significant elevation of the serum levels
of gastrin and EGF in patients with colon carcinoma and colonic adenomatous polyps when compared to a
control population (patients with a normal colonoscopy).

Technical Approach: Measurement of serum gastrin and epidermal growth factor will be performed in three
groups of patients. Group one will be patients who are found to have polyps (adenomatous or hyperplastic)
at colonoscopy. Group two will consist of patients who are found to have colorectal carcinoma at colonscopy
or surgery. And group three will include patients who have undergone colonscopy and had a normal
examination (no piror history of colonic polyps or cancer). Patients will be between the ages of 18 and 99
(male and female) and have no history of other malignancies or peptic ulcer disease. It is expected that most
patients will be recruited prior to or after undergoing colonoscopy in the GI Clinic at WBAMC. Indications
for colonoscopy will be independent of this study. Twenty patients will be included in each group.

Patients will have ten milliliters of blood drawn at the time their IV is being started for colonoscopy. This
will end the patient’s participation in the study. Findings at colonoscopy will be noted on the usual endoscopic
record used by the clinic (WBAMC form 524). Blood will be take to Clinical Investigation where it will be
centrifuged and the serum frozen. Measurement of epidermal growth factor levels will be performed by RIA
by an assay previously set up in Clinical Investigations, Gastrin levels will be processed through the Nuclear
Medicine Service. Statistical analysis of the data in each group will be performed and compared. A p value
<0.05 will be considered statistically significant.

Progress: Sixty serium samples were collected including a few colon carcinoma patients, as available. Setting

up the assay to measure serum epidermal growth factor is causing the delay in study completion. DCI is
having some difficulty obtaining a sensitive assay but work is ongoing.
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DETAIL SUMMARY SHEET
DATE: 1 October 90 PROTOCOL #: 88/46 STATUS: Terminated
TITLE: Rate of Spherulin Skin Test Conversion Among Basic Trainees Exposed to Desert Training at Fort
Bliss, Texas
START DATE: Sep 88 ESTIMATED COMPLETION DATE: Nov 9%
PRINCIPAL INVESTIGATOR: CPT Bryan Martin
DEPARTMENT: Med FACILITY: William Beaumont Army Medical Center
ASSOCIATED INVESTIGATORS:

KEY WORDS: Spherulin, Skin test to C. immitis.

Study Qbjective: To establish the rate of spherulin skin test conversion among active duty basic trainees who
are exposed to desert training at Fort Bliss, Texas. To attempt to define the morbidity associated with
Coccidioldes immitis in terms of time lost from basic training due to acute Coccidioidal infection.

Technical Approach: Basic trainees will be invited to participate in the study. Study participants will be
briefed by the principal investigators about the study and given an opportunity to volunteer for the program.
One basic training cycle will be tested in each month to determine if there is a seasonal peak to exposure. As
basic training cycles are 8 weeks in length and encompass between 60-240 soldiers (average 180) and begin
every week, except the 2 weeks prior to Christmas, 12 basic training cycles will be studies, giving an
approximate total study base of 2,400 soldiers in 1 year. this has been coordinated with the S-3 (plans) of the
Training Brigade.

Each participant will flll our a preformatted questionnaire which will identify each volunteer by name, age,
sex and provide a brief history of areas where the participant has lived prior to basic training and the number
of years he has lived in each area. This will enable the investigators to provide a C. immitis exposure index
which will categorize each soldier as having a low, medium or high index of exposure. In a large group of
people with an infinite degree of exposure this will provide relevant criteria to judge each participant’s risk
of prior exposure. This questionnaire will also be used to chart sensitivities and other relevant infor-hation.
These will be filled in by the soldier and returned to the investigators and kept on file.

Based on the information received in this questionnaire, each participant will be assigned to a group with
a low, medium, or high exposure to C. immitis. This grouping will be based on the historical data given by
the patient concerning where he lived and amount of time spent in each state. The states have been divided
into 3 groups and given a statistical score based on the expected rate of exposure to C. immitis based on
epidemiologic studies of the regions with endemic C. immitis.

Each state Is assigned a value:

a.2 for high possibility of exposure to C. immitis

(1) California

(2) Arizona

(3) New Mexico

b.1 for moderate possibility of exposure to C. immitis

(1) Texas

(2) Utah

(3) Nevada

¢. 0 for low probability of exposure to C. immitis; this includes all other states.

Each participant is assigned a sum product of (State’s assigned value) X(number of years lived in the
state). The sum value is used to determine the life exposure index.

a. Low: 1-10
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b. Moderate: 11-28
c. High: 26+

The life exposure index will then be correlated with the statistical rate of skin test positivity among our
tested population.

Each participant will be skin tested to spherulin. 0.1ml of antigen will be injected intradermally after
cleaning the area with 70% alcohol. Patlents will be observed for 20 minutes after the test placement to record
any positive immediate reactions. The reaction size will then be measured at approximately 48-72 hours after
placement. Induration of Smm or greater will be considered a positive reaction. Those who react to this first
test, indicating previous sensitivity, will be included in the study for statistical purposes only. They will not
be further tested. Tetanus will be used as a control antigen to ensure the patient is not anergic. The identity
of those soldiers who are skin test negative to both tetanus and spherulin will be recorded for appropriate
follow-up; It is estimated that as many as 40% of patients will not react to either spherulin or to tetanus.

These same soldiers (only those who did not react to spherulin on the first testing will be retested with
spherulin within 1 week of graduation from basic training, using the same technique as listed above. The
results will be tabulated for statistical analysis. We will ascertain the location of AIT training for all
participants who remain skin test negative and if they remain in El Paso, they will be re-enrolled in an
extended study and followed with repeat skin testing at the end of their 7 weeks of Advanced Individual
Training (AIT), giving a total study time of 1S weeks. Also during the repeat testing, those subjects listed
above who did not initially react to either tetanus or to spherulin will further receive an anergy test utilizing
a battery of injections to test for skin test reactivity to tetanus, mumps, monilia and trichophyton. Those who
do not react to any of these antigens will be considered anergic and will be consulted to the Allergy Clinic for
any further workup required. We estimate less than 5 percent of our subjects will fall into this classification.
The results of testing on any subject who meets this definition of anergy will not be included in the data base
for this study.

AMENDMENT: Each participant will be skin tested to spherulin. 0.Iml of antigen will be injected
intradermally after cleaning the area with 70% alcohol. Patients will be observed for 20 minutes after the test
placement to record any positive immediate reactions. The reaction size will then be measured at 24, 48 and
72 hours after placement. Induration of Smm or greater will be considered a positive reaction. Those who
react to this first test, indicating previous sensitivity will be included in the study for statistical purpese only.
They will not be further tested with spherulin. Those who are skin test positive at 24 hours, but negative at
48 hours will be considered to be negative for the purposes of this study, and will be retested at the end of
basic; in addition, they may have blood drawn for lymphoblast activity studies, in order to look at the
possibility of false positive reactions in this group. Blood will also be drawn from representative soldiers who
are skin test positive at 48 hours and who are skin test negative in order to validate and standardize the
lymphoblast activity assay.

Progress: This protocol was terminated due to PCS of the investigators.
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DETAIL SUMMARY SHEET
DATE: 1 October 90 PROTOCOL #: 89/03 STATUS: Terminated

TITLE: Malignancy Assoclated Changes in Peripheral Blood Smears

START DATE: Oct 89 ESTIMATED COMPLETION DATE: Jun 90
PRINCIPAL INVESTIGATOR: CPT Bryan Martin

DEPARTMENT: Med FACILITY: Willlam Beaumont Army Medical Center
ASSOCIATED INVESTIGATORS: MAJ LL. Levey, MC

KEY WORDS: Cancer; blood cells

Study Objective: Analyze leukocytes from patients with non-hematologic cancer searching for patterns of
cellular structure identifiable with the light microscope and indicative of underlying malignancy.

Technical Approach: Each individual will flll out a basic data sheet listing past medical history, past surgical
history, past and present medications, and allergies. A known diagnosis of malignancy will be noted with
histologic type and clinical stage if possible.

Three smears will be obtained from capillary blood of each patient along with 7cc of blood collected from
the antecubital vein form which 3 smears will be made. The cytomorphological features described by Johnston
et al. were noted in smears from earlobe blood and finger tip blood. To confirm their findings and determine
if these features can also be found in the antecubital vein blood, both sources will be collected form patients
with known malignancy. If early results indicate there is a good correlation between antecubital vein blood and
fingerstick or ear lobe capillary blood, then only venous antecubital blood will be used, as this is the method
of routine collection and judged less painful than fingertip collection.

Smears will be stained and examined as follows: blood will be collected four hours after meals, preferable
in the morning to control possible variables in a similar method as Johnston et al. There should be nor
surgery or transfusion of blood 2 months prior to the test. Fingertip and ear lobe blood will be obtained by
scrubbing the area with 70% aicohol which is allowed to dry. Blood will be expressed with lancet and small
drop placed on a slide. This smear will be prepared by either mechanical smear maker or manual "spreader
slide" technique. The slides will be allowed to air dry for 5-10 minutes and fixed with anhydrous acetone free
methanol for 30 minutes.

Smears will be stalned with a modified Wright-Glemsa stain as per Johnston et al: Undiluted Wright's for
3 minutes, then Wright’s diluted with equal amount of distilied water for 3 minutes. the slide will then be
rinsed with water and stained with 1:10 diluted Giemsa for 13 minutes followed by water rinse and air dry.

The smears will be examined with the 100x oil immersion objective of a Zeiss photomicroscope 1II. A
standard manual differential count will be performed on each specimen and representative photomicrographs
will be taken. The leukocytes will be examined for two hematologic parameters: (1) the polymorphonuclear
leukocytes will be inspected for the presence of excrescences, which are thread-like, thin, non-pedunculated
projections from the nucleus, and the percent with excrescences will be calculated, (2) the cytoplasm of large
mononuclear cells will be examined for the presence of small inclusion bodies surrounded by lightly stained
areas or halos. One hundred mononuclear cells will be examined to estimate the percent haloed bodies.

Progress: This protocol was terminated due to PCS of all investigators.
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DETAIL SUMMARY SHEET

DATE: 1 October 90 PROTOCOL #: 89/78 STATUS: Terminated

TITLE: Food Sensitlvity and Inhalant Allergy: Effect of Immunotherapy

START DATE: Sep 89 ESTIMATED COMPLETION DATE: Aug 90
PRINCIPAL INVESTIGATOR: LTC David L. Michaels

DEPARTMENT: Med FACILITY: William Beaumont Army Medical Center
ASSOCIATED INVESTIGATORS:

KEY WORDS: Allergy, Food sensitivity, Inmunotherapy

Study Objective: This project will investigate the incidence of allergy to various foods in patients being treated
for inhalant allergy. Change in reported food allergy symptoms following inhalant immunotherapy will be
investigated to determine whether the food symptoms represent cross reactivity with IgE antibody to inhalant
allergens.

Technical Approach: The first phase of this study will employ a questionnaire to evaluate the frequency of
adverse reactions to various ingestants including foods, preservatives, food colors, alcohol, and aspirin. This
questionnaire will be distributed to all patients currently being treated with immunotherapy at WBAMC Allergy
Clinic. Patients who agree to participate in the study will also be queried whether any of the ingestant
symptoms have changed following inhalant immunotherapy. responses will be correlated with skin test results,
antigens contained in immunotherapy mix, and duration of immunotherapy.

Where possible correlations between food and inhalant allergen are found, repeat skin testing with both
antigens will be performed using the skin prick test titration method to measure degree of sensitivity. RAST
assays will also be performed to highly reactive foods to determine correlation with skin prick test results.
Selected patients may also be asked to participate in double blind food challenges to confirm the relationship
of food Ingestion to symptoms. A second phase of this study will use information obtained from the
questionnalre. New patients being evaluated for inhalant allergy at WBAMC Allergy Clinic will be questioned
about possible food sensitivities. Skin prick tests to the most commonly implicated foods will routinely be done
In patients having positive skin tests to inhalant allergens. The food skin test results will be compared with
the pattern of inhalant skin test reactivity and the presence of symptoms recorded on the history form. Testing
of 200 patients in this manner should determine whether a particular positive food skin test in an inhalant
sensitive person is of any clinical significance or merely represents antibody cross reactivity.

Progress: Project terminated. Tabulation of 210 questionnaires failed to reveal significant incidence of good
and inhalant cross-reactive allergy. This is likely due to the local environment lacking pollens previously
Incriminated in causing the oral allergy syndrome (e.g., Birch, ragweed). Some patients were approached
concerning documentaiton of food allergy by testing and/or challenge, but they did not choose te participate.
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DETAIL SUMMARY SHEET
DATE: 1 October 90 PROTOCOL #: 90/03 STATUS: Ongoing

TITLE: Learning and Bebavior Disorders in Children Referred for Allergy Evaluation

START DATE: Nov 89 ESTIMATED COMPLETION DATE: Sep 92
PRINCIPAL INVESTIGATOR: LTC David L. Michaels

DEPARTMENT: Med FACILITY: William Beaumont Army Medical Center
ASSOCIATED INVESTIGATORS: A.W. Atkinson, LTC, MC

KEY WORDS: Attention-deflcit disorder, Behavior, Allergy

Study Objective: This project will use a questionnaire to assess the frequency and type of learning and/or
behavior disorders in children age 5-12 who are referred to the Allergy Clinic for evaluation of presumed
allergic respiratory symptoms (rhinitis, asthma).

Technical Approach: Parents of 100 successive children from age 5-12 being referred for allergy evaluation will
be asked to complete the Yale Children’s Inventory Questionnaire. These will be reviewed and scored by staff
of the Developmental Pediatric Service. If significant abnormalities are identified, parents will be contacted
and appropriate interventions will be instituted if deemed necessary by the Developmental Pediatrician.

All children with diagnosed allergy will be prescribed customary allergy treatment to include medications,
allergen avoldance, and possibly immunotherapy.

One year after the initial evaluation, each child will be recalled for allergy follow-up. The Yale Inventory
will be repeated and scores will be compared with those before allergy treatment. Patterns of significant change
in specific areas of learning or behavior may indicate beneficial effects from allergy treatment in children with
specific problems.

There are no additional risks to subjects who participate in this study. The usual allergy testing and
treatment will be carried out as for patients not in the study. The only additional procedure is the completion
of the questionnaire.

Progress: Fifty patients entered the study. Preliminary examination of data indicated a tendency toward
increase attentional disorders in allergic children. This was submitted in abstract form to the American
College of Allergists meeting but was not accepted for presentation. No further data have been collected since,
but PI will continue as time permits.
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DETAIL SUMMARY SHEET
DATE: 1 October 90 PROTOCOL #: 86/34 STATUS: Ongoing

TITLE: The Effects of Verapamil and Diltiazem on Gastric Emptying

START DATE: Dec 87 ESTIMATED COMPLETION DATE: Jun 92
PRINCIPAL INVESTIGATOR: MAJ Albert J. Moreno

DEPARTMENT: Med FACILITY: Willlam Beaumont Army Medical Center
ASSOCIATED INVESTIGATORS: LTC Morakinye A, Oyewole Toney

KEY WORDS: Gastric Emptying, Calcium channel blockers

Study Objective: Calcilum channel blockers are currently indicated in the treatment of several medical
problems. Data on the effects of calclum channel blockers on gastric emptying currently is sparse, but
potentially important. This study is to determine the effects of verapamil and diltiazem on gastric emptying
in normal human volunteers.

Technical Approach: Selection of patients: Twenty healthy (10 male, 10 female) nonpregnant volunteers with
an age range of 21-40 will be studied. Patients with any underlying medical problem, on any medication, with
a known allergy history to verapamil or diltiazem, or with an abnormal gastric emptying study will be excluded
from the study. Patlents will also need a normal physical examination, vital signs, EKG, and SMA-20 prior
to entering the study. A BHCG will be drawn on all female patients.

Radiation doses: Each patient will have three studlies. Each study consists of 1 mCi Tc-99m SCOL and
250 uCl of In-111 DTPA. The target organs for the Tc-99m SCOL and the In-111 DTPA will be the stomach
and colon. The stomach may receive approximately 340 m/rad from Tc-99m SCOL. The distal bowel may
receive up to 650 m/rads from the In-111 DTPA. These are acceptable levels of radiation exposure.

Patients presenting to the Gastroenterology Service, WBAMC, will be invited to participate in the study.
They will be assigned a number for identification purposes. Each subject will undergo study with each drug.
A daily history and physical exam will be accomplished.

Gastric emptying: A modification of the technique prepared by Heading et al. will be used. Both solid and
liguid phases will be studied. The solid phase will be a standard meal of beef stew impregnated with 1 mCi
of 99mTechnetium labeled sulfur colloid. The liquid phase will be 150cc of water combined with 250 uCi of
111Indium labeled diethylene-triamine-pentaacetic acid 111In-DTPA). The time of ingestion of the meal is
defined as the midpoint in the period of ingestion. Initial scanning is done every 15 minutes (60 sec images)
for a total of three hours. During scanning the patient will be supine, but at all other times they will be seated
in a chair.

Methods: Baseline scan: Day 1. If this is abnormal (40% retention at three hours), the patient will be
excluded.

Scan 2: Patients on verapamil for three days or diltiazem for one dose. Last dose of the medication will
be 30 minutes prior to scanning. The patient will have nothing by mouth after midnight except for medications.
The patients will be randomized to receive verapamil or diltiazem first. There will be a one-week minimum
of time off the initial medication prior to starting the second medication. A plasma concentration of the drug
will be drawn prior to the gastric emptying study.

Scan 3: The patient will receive the second drug in the same format. The patient will be examined daily
by an associate Investigator during the investigational period.

Statistical analysis: Student t-test

Medications: Verapamil: Dosage schedule will be 80mg by mouth every six hours. The mean elimination
half-life in single dose studies ranged from 2.8 to 7.4 hours. After continuous dosing (every six hours for ten
doses) the half life increases to 4.5 to 12.0 hours, Therefore, the drug will be administered for three days prior
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doses) the half life Increases to 4.5 to 12.0 hours. Therefore, the drug will be administered for three days prior
to testing. The last dose will be 30 minutes prior to testing.

Potential side effects: Cardiovascular: Hypotension - 2.9%, peripheral edema - 1.7%, AV block - 0.8%,
bradycardia - 1.1%, CHF or pulmonary edema - 0.9%; Central nervous system: Dizziness - 3.6%, headache -
1.8%, fatigue - 1.1%; Gastrointestinal: Constipation - 63%, nausea - 1.6%.

Side-effects with less than 0.5% incidence and where a causal relationship is not certain: confusion,
paresthesia, insomnia, somnolence, equilibrium disorders, blurred vision, syncope, muscle cramps, shakiness,
claudication, bair loss, macular eruptions and spotty menstruation.

Diltlazem: Dosage schedule will be 60mg by mouth 30 minutes prior to the test. The plasma elimination
half life is 3.5 hours whether single or multiple administrations are used; therefore, a single dose is sufficient.

Progress: Four subjects were enrolled. Due to personnel and equipment restraints, this protocol has not been

given its due priority. Currently, the senior nuclear medicine fellow will be following up on this protocol and
study should be completed in eight months.
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DETAIL SUMMARY SHEET
DATE: 1 October 90 PROTOCOL #: 91/51 STATUS: Completed

TITLE: Emergency Use of 1311 MIBG (IND #17,239) in a Patient L.R.

START DATE: Jul 91 ESTIMATED COMPLETION DATE: Jul 91
PRINCIPAL INVESTIGATOR: LTC Albert J. Moreno

DEPARTMENT: Med FACILITY: William Beaumont Army Medical Center
ASSOCIATED INVESTIGATORS:

KEY WORDS: Adrenal medullary scan

Study Objective: HSC approved one-time emergency use of 1311 MIBG for diagnostic visualization of small
adrenal/extra-adrenal tumors with nuclear medicine imaging devices. Patient had persistent elevation
VHA/catecholamines and metanephrines which may suggest paragangliomas.

Technical Approach: Patient will be injected intravenously with the radiopharmaceutical. Images will be
obtained at 48 hours post injection. Images may also be obtained at 24 and 72 hours post injection.

Progress: The adrenal medullary study was successfully completed on patient without any adverse effects. The

proper radlopharmaceutical dose and imaging techniques were employed and the study was negative for
metastatic pheochromocytoma.
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DETAIL SUMMARY SHEET
DATE: 1 October 90 PROTOCOL #: 91/60 STATUS: Ongoing

TITLE: Emergency Use of VM-26 in Patient with Lymphoblastic Lymphoma, IV,, High Risk

START DATE: Aug 91 ESTIMATED COMPLETION DATE: Dec 91
PRINCIPAL INVESTIGATOR: MAJ Michael E Nash

DEPARTMENT: Med FACILITY: William Beaumont Army Medical Center
ASSOCIATED INVESTIGATORS:

KEY WORDS: Lymphoma, Lymphoblastic, VM-26

Study Objective: VM-26 is needed as part of consolidation therapy for 22 y/o male patient with high grade
LBL.

Technical Approach: Drug will be obtained from NCI and will be administered in accordance with
accompanying Instructions.

Progress: Patient has received VM-26 per protocol outline. No adverse effects noted to date. Therapy is
ongoing.
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DETAIL SUMMARY SHEET

DATE: 1 October 90 PROTOCOL #: 88/74 STATUS: Ongoing

TITLE: Echocardiographic Standards for Adolescents Based on Tanner Staging

START DATE: Aug 88 ESTIMATED COMPLETION DATE: Jun 91
PRINCIPAL INVESTIGATOR: COL William Pearl

DEPARTMENT: Med FACILITY: William Beaumont Army Medical Center
ASSOCIATED INVESTIGATORS: Dr. Martinko, Dr. Stafford, Dept of Pediatrics

KEY WORDS: Echocardiography, Puberty

Study Objective: To establish echocardiographic standard for healthy adolescents based on Tanner staging,
which measures blologic age rather than chronologic age. The new standards will allow a more narrow
definition of normal.

Technical Approach: We propose to obtain an echocardiogram on consenting patients presenting to the
Pediatric and Adolescent Clinic for school or sport physicals, between 10 and 17 years of age. Tanner staging
will be assessed by examiners, which is part of the normal physical examination. Complete physical
examinations will be performed and subjects with evidence of chronic illness or heart or lung disease will be
excluded. Furthermore, a questionnaire is to be completed by each subject which elicits additional information
on athletic activities and health. The patient will be sent to the Cardiology Clinic upon completion of the
physical examination for an echocardiogram to be performed by a trained technician.

Echocardiographic data will be measured by computer analysis and reviewed by a pediatric cardiologist.
Measurements will include the thickness of the right free ventricular wall, interventricular septum, left
ventricular free wall, aortic root, left atrium, aortic valve opening, and each of the identifiable portions of the
mitral valve motion. From the data collected, mean values and standard deviations will be determined for
males and females in each of the five Tanner stages. Additional data to be collected on each subject will
include height, weight, race, and body surface area.

Progress: M-mode echocardiograms were recorded from 298 healthy adolescents between 10 and 16 years of
age. Nineteen measured and ten calculated parameters were correlated with subjects’ gender and sexual
maturity rating. Significant (p <.05) differences by gender were demonstrated for 21 of 29 parameters. Sexual
maturity rating had a significant effect on 4 of 29 parameters for boys and on § of 29 parameters for girls,
when controlling for body surface area. Fourteen of 29 parameters in boys and 3 of 29 parameters in girls
showed a significant effect of sexual maturity rating when controlling for age. The male adolescent growth
spurt in lean body mass is paralleled by a similar growth spurt in left ventricular volume. Publication of final

paper is pending.
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DETAIL SUMMARY SHEET
DATE: 1 October 90 PROTOCOL #: 91/64 STATUS: Ongoing

TITLE: RV 26, Tri-Service HIV Biopsychosocial Study

START DATE: Sep 91 ESTIMATED COMPLETION DATE: Mar 92
PRINCIPAL INVESTIGATOR: Beverly Simm

DEPARTMENT: Med FACILITY: William Beaumont Army Medical Center
ASSOCIATED INVESTIGATORS: Connie Jensen-Wilczewski

KEY WORDS: HIV

a. To consolidate psychosocial data in HIV-infected militarymedical beneficiaries in a form which lends
itself to analysis. This information will be of practical and scientific value for individual participating medical
centers, each military service, and the Department of Defense.

b. To develop analogous databases at tri-service study siies that use identical measures.

c. To identify and refine useful clinical measures that can be used to predict HIV exposure or transmission
risk and risk for psychosocial morbidity.

d. To develop, pilot and validate a new instrument and methodology that relates HIV and other STD risk
behavior data and HIV transmission risk. Such information will be anonymous until and unless sufficient
confldentlality guarantees are available to allow for linked data collection.

¢. Develop databases for the following biopsychosocial study areas:

- psychosocial factors associated with HIV transmission risk behaviors.

- areas of focus for psychiatric and psychosocial interventions most likely to significantly impact on the
spread of Infection.

- evaluation of the role of psychosocial phenomena such as social supports and methods of coping in
reducing HIV transmission and HIV-related morbidity in HIV-infected persons.

- areas of focus for biopsychosocial interventions most likely to prevent neuropsychiatric progress of HIV
disease and limit its consequences in seropositives.

- baseline rates of salient phenomena in seronegatives.

- evaluation of effectiveness of HIV transmission reduction interventions by using measures from this
study as pre-intervention baseline and post-intervention outcome measures.

JTechnical Approach: All HIV-infected military medical beneficiaries followed by the WBAMC Infectious
Disease Service are eligible for inclusion in this protocol. Anticipated enroliment for the 6-month period is
30. The study will be explained verbally and in written form to potential eligible subjects. Consenting subjects
will be asked to sign a volunteer consent form. The Anonymous Behavior Survey will be administered by the
investigators who are Infectious Disease Service HIV Social Workers. In order to maintain a participan’t
anonymity, there will be no identifying information collected with the survey. Participants will complete the
survey either alone or in a group of no more than 5 people (adequate space will be provided to maintain
privacy). The surveys will be collected in a locked box and be seat to the Henry M. Jackson Foundation for
data interpretation. Results will be reported only for all information combined across all completed survey,
not individuals.

Progress: Study just approved. Volunteer recruitment is underway.
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DETAIL SUMMARY SHEET
DATE: 1 October 90 PROTOCOL #: 86/49 STATUS: Ongoing

TITLE: The Natural History of HTLV-III Infection and Disease in a US Military Population

START DATE: May 86 ESTIMATED COMPLETION DATE: Indeflnite
PRINCIPAL INVESTIGATOR: MAJ David Slagle
DEPARTMENT: Med FACILITY: William Beaumont Army Medical Center

ASSOCIATED INVESTIGATORS: MAJ Charles E. Davis, Jr., MAJ Eugene Etzkorn; PA Gregory E. Martin;
MAJ Wellington Sun, MC; Ms. Lynn B. McNicol, RN

KEY WORDS: HIV Natural History

Study Objective: Study the epidemiology of HTLV-III infection in active duty and retired military personnel
and their dependents.

Technical Approach: Standard evaluation will be routine medical evaluation, immunological evaluation,
laboratory tests, tests for opportunistic infections, HTLV-III viral cultures on body fluids and organs whenever
possible. Completion of HTLV-III clinical evaluation form. HTLV-III tests. Counselling, education, and
referral of contacts. Follow-up of individuals in the study. Data analysis: disease progression will be studied,
as defined by Walter Reed Staging Classification. The effect of variables, including but not limited to age, sex,
ethnic background, risk factors, length of infection, and simultaneous viral infections, will be studied.

Addendum: 12 Feb 90 - This protocol was amended to exclude active duty servicemembers. At the directive
of the Secretary of the Army, all active duty HIV+ servicemembers are to be clinically staged periodically.

Progress: This protocol is part of an Army-wide study; all WBAMC data is submitted to a central data base
at WRAIR. It is impossible to analyze our local data in terms of progress, but we provide it to USADHS who
recently submitted for publication the trends of DOD/US Army HIV protocol.

186 subjects were entered. 101 patients were lost to followup for the purposes of this study (17 died; 25
location unknown due to PCS, TDRL, Chapter actions, deportation; 59 PCS’d to other posts and are followed
at other medical centers. WBAMC s currently following 75 patients in various stages as indicated below.
Status of patients: 23 active duty, 22 medical retired, 10 VAB, 13 dependents, 7 other (Bureau of Prisons,
Immigration Service, Indian Health Service).

WRIWR2WR3IWR4IWRSWRGStaging
62324 412 4 (AIDS) 6

MAJ Aronson PCS’d in Sep and MAJ Slagle assumed PI responsibilities.
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DETAIL SUMMARY SHEET
DATE: 1 October 90 PROTOCOL #: 89/22 STATUS: Ongoing
TITLE: Prospective Evaluation of Health Care Workers Exposed to the Blood of Human Immunodeficiency
Virus (HIV)
START DATE: Mar 89 ESTIMATED COMPLETION DATE: Indefinite
PRINCIPAL INVESTIGATOR: MAJ David Slagle
DEPARTMENT: Med FACILITY: William Beaumont Army Medical Center
ASSOCIATED INVESTIGATORS: MAJ Wellington Sun, MC; Ms. Lynn McNicol, RN; Ms. Renata Riley, PA-C

KEY WORDS: HIV, occupational exposure

Study Obfective: The objectives of this prospective surveillance project are:

1) To estimate the risk of HIV infection in health care workers (HCWs) exposed via the parenteral or
mucous membrane route to HIV infected blood, according to type of exposure.

2) Describe infection control precautions taken or not-taken to evaluate extent of preventable exposures.

3) To describe the clinical natural history and development of laboratory markers of HIV infection in
heaith care workers enrolled in this project who seroconvert to HIV,

Technical Approach: The number of exposed health care workers is expected to be less than 30/year, but is
dependent on the number of HIV infected individuals cared for at WBAMC, a population which is increasing
in size.

Upon entry into the surveillance project, each exposed HCW will be interviewed and a questionnaire
completed collecting the following data: demographic information, use of immunosuppressive drugs,
circumstances of the blood exposure, type of infection control precautions used at the time of exposure, any
past exposure prophylaxis and information on the source patient. The exposed HCW will be asked to complete
a questionnaire concerning risk factors for HIV infection. This confidential report will be completed by the
exposed HCW and mailed directly to CDC by the worker. Information collected on this form (CDC 57.42A)
will not be released to personnel at WBAMC.

The exposed HCW will be prospectively followed by the investigators for one year with follow up data and
specimen collection at 6 weeks, 3 months, 6 months, and one year post exposure. At each follow-up a
questionnaire and 10 ml. serum will be sent to CDC. In addition to scheduled follow-ups the exposed HCW
must report to the investigator any iliness of at least one week duration which occurs in the 12 week period
after exposure. If the symptoms are suggestive of an acute retroviral syndrome, the investigator will obtain
whole blood for virus isolation +T cell subset (10 ml) and serum (10 ml) for antibody/antigen testing.

Baseline serum samples will be tested for HIV antibody, if negative, HIV antigen will also be evaluated.
If a HCW seroconverts a 10 ml heparinized whole blood sample will be ivyuested from the source patient with
their informed consent. Viral isolates from the source patient and HCW will be compared using molecular
techniques,

Exposed health care workers will be followed for one year post-exposure.

Progress: Of the 7 individuals entered in this study, 5§ are needlestick injuries, 2 blood to non-intact skin

exposure. 2 individuals initiated zidovidine post exposure therapy (WBAMC protocol #89/67). No
seroconversions were found. MAJ Aronson PSC'd in Sep and MAJ Slagle assumed PI responsibilities.
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DETAIL SUMMARY SHEET
DATE: 1 October 90 PROTOCOL #: 89/66 STATUS: Ongoing

TITLE: Use of Itraconazole for Treatment of Coccidiomycosis (Monitor: COL Cannady)

START DATE: Jan 89 ESTIMATED COMPLETION DATE: Sep 91
PRINCIPAL INVESTIGATOR: MAJ David C. Slagle

DEPARTMENT: Med FACILITY: William Beaumont Army Medical Center
ASSOCIATED INVESTIGATORS: MAJ Wellington Sun, MC

KEY WORDS: Itraconazole, Coccioidomycosis

Study Objectives: To assess the efficacy of Itraconazole therapy in fungal disease. The study is a non-blinded,
non-crossover study to assess drug efficacy. Medication used will be Itraconazole. Population studies will be
those with fungal disease who have failed on standard drug therapy.

Technical Approach: The details are lengthy and specified in the protocol. Duplicates are kept on file in the
Department of Clinical Investigation and are available upon request.

Progress: MAJ Slagle assumed PI responsibilities 1 Sep due to MAJ Aronson’s PCS. Patient with chronic
pulmonary cocci has had good therapeutic response with CF titers 1:256~1:8, negative cultures and nor further
sweats, fevers, hemoptysis. Patient with renal failure and cocci osteomyelitis /arthritis improved; can ambulate
without pain and has had coccl CF titers 1:64+1:16. Both suggestive of clinical response.
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DETAIL SUMMARY SHEET
DATE: 1 October 90 PROTOCOL #: 89/67 STATUS: Ongoing
TITLE: Investigational Prophylactic Use of Zidovudine in Health Care Workers Sustaining a Deep
Percutaneous Occupational Exposure to Human Immunodeficiency Virus (Monitor: COL Cannady)
START DATE: Jul 89 ESTIMATED COMPLETION DATE: Indefinite
PRINCIPAL INVESTIGATOR: MAJ David C. Slagle
DEPARTMENT: Med FACILITY: William Beaumont Army Medical Center

ASSOCIATED INVESTIGATORS: Ms. Lynn B. McNicol, RN; Ms. Renata Riley, PA-C; MAJ Wellington Sun,
MC

KEY WORDS: Zidovudine, Occupational HIV

Study Objective: To offer a defined course of zidovudine to HIV negative heaith care workers within 5 days
of a significant exposure to HIV. To assess the safety and tolerance of 200mg zidovudine given orally every
6 hours for 42 days in otherwise healthy persons.

Technical Approach: The details are lengthy and specified in the protocol. Duplicates are kept on file in the
Department of Clinical Investigation and are available upon request.

Progress: MAJ Slagle assumed PI responsibilities on 1 Sep due to MAJ Aronson’s PCS. Two individuals with
needlesticks involving HIV infected blood on the needle elected to take zidovudine. One completed 42-day
course and Is seronegative at 6-month followup. The other individual commenced therapy in mid August. One
individual on zidovudine experienced nausea, anorexia, headache and insomnia, but remains on therapy at time
of this report.
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DETAIL SUMMARY SHEET

DATE: 1 October %0 PROTOCOL #: 89/84 STATUS: Terminated

TITLE: Induction of Tumor Necrosis Factor Alpha (TNF-alpha) in Human Infection with Coccidioides immitis

START DATE: Oct 89 ESTIMATED COMPLETION DATE: Oct 91
PRINCIPAL INVESTIGATOR: MAJ David C. Slagle
DEPARTMENT: Med FACILITY: William Beaumont Army Medical Center

ASSOCIATED INVESTIGATORS: CPT Matthew J. Dolan, MC, USAF; Rebecca A. Cox, Ph.D.; MAJ J. William
Kelly, MC; MAJ Robert A. Zajac, MC, USAF; MAJ Gregory P. Melcher, MC, USAF

KEY WORDS: Coccidioides immitis, Tumor necresis factor alpha

Study Objective: To determine if human infection with the dimorphic fungus Coccidioides immitis induces the
production of cytokine TNF-alpha/cachectin as part of the overall host immunologic response to infection.

Technical Approach: Patients and controls (staff volunteers) from each facility will be phlebotomized on one
occasion; approximately S0 ml of blood by peripheral venipuncture will be required. Antigen stimulation will
be performed at WBAMC by MAJ Slagle, using the facilities of the Department of Clinical Investigation.
Supernatants from this portion of the assay will be frozen at -70°C, batched and transported at a future date
to the San Antonlo State Chest Hospital (SASCH). The TNF-alpha RIA will be performed by the Research
Immunology Laboratoery at SASCH.

Patients suitable for inclusion in this study include individuals 18 years of age or old or older having
documented active Infection with C, immitis, as evidenced by:

1. Acute pneumonitis with positive sputum culture.

2. Disseminated disease within the thorax, with pulmonary parenchymal involvement as shown by biepsy
stain or culture.

3. Extrathoracic disseminated disease, with demonstration of C. immitis on biopsy stain or culture of
involved tissue or biologic fluid.

Exclusion criteria for patients and controls include the presence of concurrent infection or underlying
malignancy. Patient controls will be matched for age (+ 10 years), sex, and race.

Risks to patients and controls are limited to those risks associated with phlebotomy (bruising, infection,
or thrombophlebitis at the venipuncture site). The study is designed to begin in October 1989 upon IRB
approval, with an anticipated duration of two years. It is anticipated that 5-10 patients from WBAMC will be
eligible for enrollment in each year of the study.

PBM from each patient and control will be stimulated in vivo with Formalin-killed sphe.cies (test antigen),
lipopolysaccharide (LPS) from E, coll serotype 055:BS (positive control), and tissue culture media (negative
control). thus, TNF-alpha levels will be analyzed using two-factor analysis of variance (factors of infected/not
infected and stimulated/not stimulated).

Progress: Project terminated with no patients entered. Other clinical and research obligations preclude the
PI from continuing the study.
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DETAIL SUMMARY SHEET
DATE: 1 October 90 PROTOCOL #: 90/05 STATUS: Ongoing
TITLE: A Treatment IND Protocol for the Use of 2'3’-dideoxyinosine (ddI) in Patients with AIDS or ARC Who
Are Intolerant to Zidovudine (Monitor: COL Cannady)
START DATE: Dec 89 ESTIMATED COMPLETION DATE: Indefinite
PRINCIPAL INVESTIGATOR: MAJ David Slagle
DEPARTMENT: Med FACILITY: William Beaumont Army Medical Center
ASSOCIATED INVESTIGATORS: Ms. Renata Riley, PA-C; Ms. Lynn B. McNicol, RN

KEY WORDS: Dideoxyinosine

Study Objective: To make ddl available to persons with HIV infection who have developed intolerance to
Zidovudine (AZT) and to evaluate the toxicity of ddI in AIDS/ARC patients.

Technical Approach: The details are lengthy and specified in the protocol. Duplicates are kept on file in the
Department of Clinical Investigation and are available upon request.

Progress: MAJ Slagle assumed PI responsibility when MAJ Aronson PCS’d. Six patients intolerant to
zidovudine have been entered in this protocol. One died (not due to drug); one developed the side effect of
severe pancreatitis necessitating termination of therapy; one developed an lleus and diarrhea (to include on
rechallenge) and elected to withdraw; one developed dementia and hemodialysis dependency and was withdrawn
from protocol.

63




DETAIL SUMMARY SHEET
DATE: 1 October 90 PROTOCOL #: 90/54 STATUS: Ongoing
TITLE: Efficacy of Passive Inmunization in the Prevention of Infection Dye to Klebsiells pneumoniae and
Pacudomonas seroginoss
START DATE: Oct 90 ESTIMATED COMPLETION DATE: Sep 93
PRINCIPAL INVESTIGATOR: MAJ David C. Slagle
DEPARTMENT: Med FACILITY: William Beaumont Army Medical Center
ASSOCIATED INVESTIGATORS: MAJ Naomi Aronson, MC
KEY WORDS: IVIG, passive immunization, Klebsiclla pneumoniae, Pseudomonas aerogingsa
Study Objective: (1) To determine the efficacy of intravenous immunoglobin (IVIG) compared with albumin

in reducing the incidence of infection caused by Klebsiclla and Pseudomonas bacterial serotypes contained in
the two vaccines. (2) To determine whether IVIG delays onset or lessens severity of serotype-specific infection.

h: In a double blind, randomized fashion, study participants will receive a one time IV
infusion of K-P IVIG (Sgms, 7gms, 9gms, or 1lgms depending on weight of < 50Kg, 51-70Kg, or > 91Kg,
respectively) and multivitamins or albumin and multivitamins. All patients will be followed daily for signs of
infection while in the hospital for a maximum of 6 weeks. Patients who are discharged prior to this time will
be telephoned to ascertain 6-week survival status.

Amendment: Amended infusion time range to 45-90 minutes on the consent form.

Progress: Only fifteen patients have been enrolled, which is less than expected (20/month are needed). An
unexpectedly large number of patients have declined to participate. PI will endeavor to improve patient
education to increase participation rate. Problems have been encountered in the saving of clinical isolates and
shipping of same in the Microblology Lab (specimens referred to WRAIR). Problems will be discussed with
MAJ Gelston (new Micro Chief). Only one position (nurse clinician) has been hired thus far, but given low
enrollment numbers, on full time employee is sufficient at present.
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DETAIL SUMMARY SHEET
DATE: 1 October 90 PROTOCOL #: 91/23E STATUS: Ongoing

TITLE: Emergency Use of Itraconozole for Treatment of Sporotrichosis (Patient F.L.)

START DATE: Apr 91 ESTIMATED COMPLETION DATE: Indef
PRINCIPAL INVESTIGATOR: MAJ David Slagle

DEPARTMENT: Med FACILITY: William Beaumont Army Medical Center
ASSOCIATED INVESTIGATORS:

KEY WORDS: Sporotrichosis, Itraconozole

Study Ohjective: Emergency one-time approval sought to treat patient with progressive skin lesions and fever
despite amphotericin B who is developing renal insufficiency (creatinine 4.2) in an effort to preserve the
patient’s life and renal function.

: Itraconozole will be used in accordance with Janssen single patient protocol (JRD
51,211 /CC), IND 24313).

Progress: Patient has disseminated sporotrichosis (blood, skin, lung, right knee) and developed renal failure
on Ampho B. He was subsequently changed to Itraconazole and showed improvement of infection except for
persistent right knee/erosion of medial femoral condyle. Positive gallium in area suggesting progression,
change due to infection which may require surgical management. Patient is fairly asymptomatic in knee and
resistant to invasive procedures. No side effects are noted with Itraconazole in this patient. MAJ Slagle
assumed PI responsibilities due to MAJ Aronson’s PCS.
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DETAIL SUMMARY SHEET
DATE: 1 October 90 PROTOCOL #: 91/23 STATUS: Ongoing

TITLE: Use of Itraconozole for Treatment of Sporotrichosis (Monitor: COL Cannady)

START DATE: Apr 91 ESTIMATED COMPLETION DATE: Indef
PRINCIPAL INVESTIGATOR: MAJ David C. Slagle

DEPARTMENT: Med FACILITY: William Beaumont Army Medical Center
ASSOCIATED INVESTIGATORS: MAJ Vv-llington Sun, MC

KEY WORDS: Sporotrichosis, Itraconozole

Study Objective: To assess the efficacy of itraconazole in sporotrichosis in a non-blinded, non-crossover study
under the Janssen Pharmaceuticals’ protocol (IND 24,313) on patients who have failed available standard
therapy (e.g., amphotericin B, ketoconazole) due to lack of efficacy, adverse effects or contraindications for use.

Technical Approach: The detaliis are lengthy and specified in the protocol. Duplicates are kept on file in the
Department of Clinical Investigation and are available upon request.

Progress: MAJ Slagle assumed PI responsibilities 1 Sep due to MAJ Aronson’s PCS. One patient is enrolled
who has disseminated sporotrichosis (blood, skin, lung, right knee) and developed renal failure on Ampho B.
He was subsequently changed to Itraconazole and showed improvement of infection except for persistent right
knee/erosion of medial femoral condyle. Positive gallium in area suggesting progression, change due to
infection which may require surgical management. Patient is fairly asymptomatic in knee and resistant to
invasive procedures. No side effects are noted with Itraconazole in this patient.
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DETAIL SUMMARY SHEET
DATE: 1 October 90 PROTOCOL #: 91/50 STATUS: Ongoing
TITLE: An Open Label Regimen of Videx (2°3’-dideoxyinosine, ddl) in Children with Acquired Immune
Deficiency Syndrome (AIDS) Who Have Demonstrated Significant Deterioration or Intolerance to Zidovudine
(Retrovir) (Monitor: MAJ Wellington Sun)
START DATE: Oct 91 ESTIMATED COMPLETION DATE: Undetermined
PRINCIPAL INVESTIGATOR: MAJ David C. Slagle
DEPARTMENT: Med FACILITY: Willilam Beaumont Army Medical Center

ASSOCIATED INVESTIGATORS: MAJ Martin Weisse, MC

KEY WORDS: AIDS, Videx

Studv Objective: This open compassionate use protocol is to provide an investigational new antiretroviral
agent, 2’3’-dideoxyinosine (ddl), to children with advanced HIV infection who are unable to take zidovudine
(Retrovir). Patlents will be closely monitored during the course of this protocol to assess drug efficacy and
to monitor for signs of drug toxicity or adverse reactions.

Technical Approach: The detalls are lengthy and specified in the protocol. Duplicates are kept on file in the
Department of Clinical Investigation and are available upon request.

Progress: Study approved by WBAMC IRB and forwarded to HSC for further approval in Sep.
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DETAIL SUMMARY SHEET
DATE: 1 October 9% PROTOCOL #: 89/06 STATUS: Ongoing
TITLE: A Prospective Double-Blind Study of Retrovir in the Treatment of Patients with Early HIV-Associated
Immunodeficiency (Monitor: COL Cannady)
START DATE: Dec 88 ESTIMATED COMPLETION DATE: Sep 91
PRINCIPAL INVESTIGATOR: MAJ Weliington Sun
DEPARTMENT: Med FACILITY: William Beaumont Army Medical Center
ASSOCIATED INVESTIGATORS: LTC Shannon M. Harrison (FAMC), MAJ David C. Slagle (WBAMC)

KEY WORDS: Zidovudine in Early HIV

Study Objective:

1. To evaluate the safety and tolerance of chronic administration of RETROVIR (zidovudine) to adult
patients with early manifestation of ARC, including those presenting with only HIV-associated
lymphadenopathy and a CD4 cell count <500 cells/mm3.

2. To assess the efficacy of RETROVIR therapy in the treatment of HIV disease in these patients.
Therapeutic efficacy will be determined by monitoring the following variables.

a. Changes in the incidence of progression of HIV disease to more advanced disease stages.

b. Changes in clinical manifestation of HIV disease as reflected in objective signs such as weight change,
lymphadenopathy, Karnofsky score and performance on tests of neurologic function.

¢. Preventlon of the progressive deterioration of the immune response associated with HIV disease as
reflected in changes in CD’4 cell number and skin test reactivity.

d. Changes in levels of HIV viremia/antigenemia In virus-positive patients.

Technical Approach: The ability of RETROVIR to halt or delay early HIV disease progression is the critical
clinical objective in the demonstration of therapeutic efficacy. clinical disease will be evaluated as described
by the Centers for Disease Control classification system and the Walter Reed Staging System.

For the purpose of this study, the incidence of disease progression will be measured as follows:

1. By the development of severe ARC, characterized by a CD’4 cell count <200 persisting for a period
of at least 3 months and the new development of at least 2 of the symptoms and/or infections listed in
appendix VIII. *[Protocol 27,433-15/Project 53 Burroughs Wellcome Co.]

2. By the development of AIDS characterized by the diagnosis of any of the AIDS-defining diseases or
disease-related conditions listed in Appendix III.

3. By an increase in Walter Reed classification of one or more stages.

Independent interim and final analyses of disease progression will be done using both systems.

Progress: MAJ Sun assumed PI responsibilities on 1 September due to MAJ Aronson’s PCS. Ten patients
have been enrolled; § were withdrawn. Two were dropped from the protocol secondary to progression (20%
weight loss, dementia in one) despite low dose zidovudine so they could use higher dose. Three were withdrawn
due to move from the area and not wanting to commute monthly to study site. FDA approved zidovudine Aug
90. No adverse effects have been recorded since Oct 90; all patients manifest macrocytosis.

As this protocol is part of a much larger muiticenter study, local analysis of the limited number of patients
is not particularly informative. However, all patients enrolled have manifested progression toward
immunodeficient state over the past 2-3 years they have been on the protocol.

COL Harrison anticipates an addendum to protocol to extend it beyond 2 years to address the issuc of
zidovudine resistance.
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DETAIL SUMMARY SHEET
DATE: 1 October %0 PROTOCOL #: 89/40 STATUS: Ongoing
TITLE: The Effect of Megestrol Acetate on the Cachexia of Human Immunodeficiency Virus Infection: A
Randomized, Placebo-Controlled, Double-Blinded Study (Monitor: Dr. Lundy)
START DATE: Aug 89 ESTIMATED COMPLETION DATE: Indefinite
PRINCIPAL INVESTIGATOR: MAJ Wellington Sun
DEPARTMENT: Med FACILITY: Willlam Beaumont Army Medical Center

ASSOCIATED INVESTIGATORS: Ms. Lynn B. McNicol, RN; PA Gregory Martin; 1LT Christine Norris, RD;
Ms. Renata Riley, PA-C

KEY WORDS: Megesterol, HIV Wasting Syndrome

Study Objective; Assess the efficacy of megestrol acetate in the treatment of the anorexia and weight loss
associated with HIV infection. Conduct a longitudinal analysis of nutritional, biochemical, anthropomorphic
and psychosocial parameters in HIV patients receiving megestrol acetate.

Technical Approach: The details are lengthy and specified in the protocol. Duplicates are kept on file in the
Department of Clinical Investigation and are available upon request.

Progress: Three patients were enrolled and completed the protocel: 1 gained 29# in 3 months; 1 lost 3# in
6 months; and 1 lost 5# in 6 months. One patient developed bilateral posterior subcapsular cataracts -
Irreversible after termination of Megace. MAJ Sun assumed PI responsibility on 1 Sep due to MAJ Aronson’s
PCS.
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DETAIL SUMMARY SHEET
DATE: 1 October 90 PROTOCOL #: 90/51 STATUS: Ongoing

TITLE: A Treatment IND Protocol for the Use of Recombinant Human Granulocyte-Macrophage Colony
Stimulating Factor (\GM-CSF) in Compassionate Circumstances (Monitor: COL Cannady)

START DATE: Jul 90 ESTIMATED COMPLETION DATE: Indefinite

PRINCIPAL INVESTIGATOR: MAJ Wellington Sun

DEPARTMENT: Med FACILITY: William Beaumont Army Medical Center

ASSOCIATED INVESTIGATORS: MAJ Ruben D. Sierra, MC; MAJ David C. Slagle, MC; MAJ Ricke
Weickum, RPH; Ms. Lynn B. McNicol, RN

KEY WORDS: rGM-CSF

Study Objective: To offer Human rGM-CSF to patients with life threatening neutropenia (generally ANC <
500) due to an underlying disease or a therapeutic maneuver, and to assess the safety and tolerance of rGM-
CSF in HIV and oncology/hematology patients.

Technical Approach: The details are lengthy and specified in the protocol. Duplicates are kept on file in the
Department of Clinical Investigation and are available upon request.

Progress: MAJ Sun assumed PI responsibility 1 Sep due to MAJ Aronson’s PCS. A single HIV patient with
severe neutropenia was entered for two courses over the past year. During the 2d course, the patient expired
ou the 3d day of therapy due to splenic rupture as a complication of disseminated pneumocystosis. Side effects
were truncal and facial flushing during one infusion treatment with antihistamines and flu-like symptoms
during the entire course. During the 1st course, the patient also experienced generalized erythema (mild) and
low grade fever. On both occasions, in less than 1 week, he had an excellent return of neutrophils. Patient
received 1st course in Oct 90 and did not need a 2d course until Feb 91.
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DETAIL SUMMARY SHEET
DATE: 1 October 90 PROTOCOL #: 91/05 STATUS: Ongoing
TITLE: Active Immunization of Early HIV Infected Patients with Recombinant gp 160 HIV protein Phase 1]
Study of Toxicity Immunotherapy, in vivo Inmunoregulation and Clinical Efficacy (Monitor: COL Cannady)
START DATE: Nov 90 ESTIMATED COMPLETION DATE: Nov 96
PRINCIPAL INVESTIGATOR: MAJ Wellington Sun
DEPARTMENT: Med FACILITY: William Beaumont Army Medical Center

ASSOCIATED INVESTIGATORS: MAJ Charles E. Davis (WRAIR), MAJ John W. Kelly (DAHC); PA Gregory
Martin

KEY WORDS: Recombinant gp 160 HIV Protein

Study Objective: To conduct a Phase II trial of the recombinant HIV envelope glycoprotein gp160 candidate
vaccine, in patients with early HIV infection (Walter Reed Stage I-1I). Specific objectives include:

1) To continue to evaluated the immuneogenicity and toxicity of this product;

2) To determine the parameters predictive of immunorespousiveness; and

3) To determine the clinical efficacy of immunization with pg160 In the treatment of early HIV infection.

Technical Approach: The details are lengthy and specified in the protocol. Duplicates are kept on file in the
Department of Clinical Investigation and are available upon request.

Addendum: Modifies eligibility criteria. Approved by Tri-Service HUC (26 Feb 91), WBAMC HUC/IRB (23
Apr 91) and WRAMC HUC.

Amendment: Deleted recipe skin testing on Day 180 (typographical error), WBAMC IRB notified 16 Jul 91.

Amendmept: Day 210 tetanus immunization shifted to Day 240 and Day 210 visit deleted. WBAMC IRB
notified 17 Aug 91.

Progress: MAJ Sun assumed PI responsibility 1 Sep due to MAJ Aronson’s PCS. Eight patients were enrolled.
One patient withdrew after completing entry evaluation before receiving any vaccine because of a compassionate
reassignment to Indianapolis, IN. He elected to wait for another (non-placebo controlled) immunotherapy
study rather than commute to WRAMC. Seven patients remain in the protocol. All were rabies vaccine
responders. Four are at day 180; one is at day 150; two are at day 120 of the protocol. One patient had
significant fall (persistent) in CD, count to 328-340 range; all other remain >400 CD,.
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DETAIL SUMMARY SHEET
DATE: 1 October 90 PROTOCOL #: 90/53 STATUS: Completed

TITLE: Relationship of Childbirth Preparation Classes on Anxiety Levels of Primiparas: A Pilot Study

START DATE: Sep 90 ESTIMATED COMPLETION DATE: Dec 90
PRINCIPAL INVESTIGATOR: LTC Lorna Chatmon

DEPARTMENT: Nsg FACILITY: William Beaumont Army Medical Center
ASSOCIATED INVESTIGATORS: CPT Karen R. Kurth, AN

KEY WORDS: Anxiety, Pregnancy

Study Objective: To determine the relationship between childbirth preparation classes and anxiety levels in
primiparous women.

Technical Approach: The study design is non-experimental. Subjects will be placed in one of two groups. The
first group will be those first time mothers who have attended formal, structured prenatal classes and the
second group will be mothers who have not attended these classes. Because it could be ethically questionable
to determine who can and cannot attend prenatal classes, the study is non-experimental, lacks randomization
and uses a non-probability sample.

A biographical data-sheet will be completed prior to the administration of the State-Trait Anxiety
Inventory. The questionnaires are self-administered and require minimal explanation. The biographical data
sheet consists of general information. The STAI cousists of 20 questions referring to state anxiety and 20
questions on trait anxiety. The questionnaires take approximately 20-30 minutes to complete. Data analysis
will be done using nonparametric statistics to test significance at p<.05.

Progress: Pregnancy and childbirth is a situational crisis in the expectant mother’s life when anxiety levels
are expected to increase. In the past, anxiety in pregnancy has been demonstrated to have negative effects on
the pregnancy. Childbirth preparation classes have hecome an accepted addition to patient education and are
often thought to reduce anxiety. This pilot study consisted of 30 primiparous women with the control group
being those who had no prenatal classes and the experimental group being these who attended classes. The
study administered Spielberger’s (1983) State-Trait Anxiety Inventory and a biographical data sheet. Frequency
distribution and T-test were used to analyze the data.

Conclusion: There were no significant differences in trait anxiety scores between the two groups nor was there
a significant difference in the mean state anxiety scores between the groups. When trait anxiety scores were
compared to state anxiety scores individually, it was noted that the control group showed an increase in the
state anxiety score of 12.5 points and the experimental group increased by only 4.9 points. This adds further
support that prenatal education can be an important factor in reducing anxiety in primiparas.
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DETAIL SUMMARY SHEET
DATE: 1 October 90 PROTOCOL #: 91/51 STATUS: Completed

TITLE: Death Education and Comfort Level of Perinatal Nurses

START DATE: Aug 91 ESTIMATED COMPLETION DATE: Aug 91
PRINCIPAL INVESTIGATOR: LTC Lorna Chatmon

DEPARTMENT: Nsg FACILITY: William Beaumont Army Medical Center
ASSOCIATED INVESTIGATORS: CPT Susan Moreland, AN

KEY WORDS: Perinatal nurses

Study Objective: To determine if death education is a factor in improving the comfort level of perinatal nurses
working with bereaved/dying patients, thereby improving the quality of patient care.

Technical Approach: This is an ex-posto facto survey. At change of shift, professional Registered Nurses
working in the perinatal areas of L&D, 4P, 4G, Newborn Nursery and NICU will be given an explanation of
the study prior to being invited to complete a questionnaire designed to measure comfort level in providing
various types of care and Interaction with bereaved or dying patients. Subjects will be given the option of
completing the survey at that time or returning it within 24 hours. The study will continue until 20 subjects
have been recruited.

Progress: Study was completed. The majority of the subjects were female ranging in age from 25-58 y/o.
Nurses with death education did not differ significantly in comfort levels with dying and bereaved patients from
nurses who had not received death education. However, generalization to a larger population regarding the
effects of education on nurses’ comfort levels should be tentative in view of the study limitations. The sample
was one of convenience and the size was limited. The study should be replicated with a randomized and larger
sample to strengthen the reliability and validity of these results.
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DETAIL SUMMARY SHEET
DATE: 1 October 90 PROTOCOL #: 90/08 STATUS: Ongoing

TITLE: Relatlonships Among Selected Pre and Post-natal Factors and Perception of Birth

START DAIE: Jun 90 ESTIMATED COMPLETION DATE: Oct 92
PRINCIPAL INVESTIGATOR: 1LT Clarke

DEPARTMENT: Nsg FACILITY: Willlam Beaumont Army Medical Center
ASSOCIATED INVESTIGATORS: Deborah Oakley, Ph.D.

KEY WORDS: Pregnancy, Stress

Study Objective: To examine the birth experiences of civilian women who are married to active duty soldiers.
The immediate and short range study aims will be to:

1. Identify perinatal factors which significantly influence and predict women's perceptions of their birthing
experiences.

2. Explore relationships between the selected prenatal factors.

3. Communicate results to the military nursing community, military health care providers, and military
leaders.

Techni rouch: A non-probability sample of 250 expectant mothers, planning to detiver and receive 6
week postpartum care at WBAMC will be obtained. Subjects will meet the following selection criteria: civilian,
married to an active duty Army soldier, able to read and understand English, 32-38 weeks pregnant,
experiencing an uncomplicated pregnancy, and anticipating her first delivery.

All prenatal clinic charts at WBAMC will be screened to determine subject eligibility. Data will be obtained
prenatally and postnatally using malled questionnaires and chart audits. An introductory mailing containing
a cover letter, a stamped postcard, a stamped envelope, two copies of the informed consent, and questionnaire
#1 will be sent to all eligible women. Questionnaire #2 will be sent to each subject approximately six weeks
after her delivery as determined by either a returned postcard or a documented delivery. Hospital records of
participating mothers and their infants will be reviewed in order to determine the presence of selected
complications. Mothers may withdraw from the study at any time by indicating their desire to due so on the
postcard provided and returning the postcard to the researcher. No additional data will be requested from
subjects who choose to withdraw.

Progress: Approximately 24 subjects are enrolled and 10 have completed the entire study. Number of potential

subjects decreased secondary to Desert Storm (decreased number of pregnancies). Analysis has not yet begun.
ILT Clarke assumed Pl responsibilities due to MAJ Mauro’s PCS.
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DETAIL SUMMARY SHEET
DATE: 1 October 90 PROTOCOL #: 91/31 STATUS: Completed

TITLE: Patient Perceptions on Pain Intensity with Two Pain Control Modalities

START DATE: Jun 91 ESTIMATED COMPLETION DATE: Aug 91
PRINCIPAL INVESTIGATOR: CPT Gloria R. Long

~&£PARTMENT: Nsg FACILITY: William Beaumont Army Medical Center
ASSOCIATED INVESTIGATORS: COL Pamela K. Burns

KEY WORDS: Pain perception

Study Objective: To determine whether differences exist in (1) perception of pain intensity between patients
who receive oplate analgesics by PCA and those who receive opiate analgesics by IM injections and (2) expected
pain intensity prior to surgery Is different from actual experience for the PCA and IM groups; and if pain
intensity scores (VAS) decrease as the number of analgesic doses increase for the PCA and IM groups.

Technical Approach: The is a descriptive-correlational design that will use the VAS scale and a questionnaire.
The VAS scale and questionnaire are designed to determine the patient’s level of pain and satisfaction with
the postoperative pain experience. Twenty patients admitted for Anterior Cruciate Ligament (ACL) repairs
to the knee will be selected over a 2-month period. Patients undergoing ACL repairs were chosen because of
their homogeneity in health status, fewer postoperative complications and similar operative stress. Time and
series measurements will be taken at 2-hour intervals of each participant’s level of pain intensity with the VAS
scale. Post-surgical questionnaire will examine the postoperative experience.

Progress: During the two month Investigation, 6 subjects met the study criteria. Compariscn of patients
recelving IM injections versus those using PCA could not be carried out because all subjects in the sample
recelved IM palin Injections. The small sample size was a result of the limited age requirements and surgical
procedure. PCA is not used for most patients after Anterior Cruciate Ligament (ACL) repairs. Variations
in orthopedic surgical procedures and wider age range may have ylelded a larger sample and differences in
pain treatment modalities (PCA/IM). Resubmission of this study with changes in methodology is planned at
a later date.
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DETAIL SUMMARY SHEET
DATE: 1 October 90 PROTOCOL #: 90/43 STATUS: Ongoing

TITLE: Job Satisfuction in Clinical Head Nurses
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